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(57) Abstract: A compound of the following formula (1), its pharmaceutically acceptable salt or an optically active substance 
thereof, (in the formula, the symbols are as defined in the description). In particular, a compound having calcium sensitive receptor 
antagonism and a pharmaceutical composition comprising the compound, especially a calcium receptor antagonist and a therapeutic 
agent for osteoporosis. 
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C a SRT^^ b 
^^Kf^s -ft fr^P &$§i%&Mfc (calcium-sensing receptor : C a SR N J^Ts 

laotCa 2+ f^WfS®^:t) ? 'frftWP® 5> ©J ¥ ftj&afc/V'^e ^ (parathyroid 
10 hormone : PTH) <DM&&$M1r 

&ntettMm<&toxt%n^'t? j*mBt&. mm^m 9~iom g /ioo.mi g& 

2. 5mM) fcmife&tlXte*) , Zfl&&fc(D%;UUtyJ*ft*frX? ; Z/.X (calcium 
homeostasis) i!P?^: o r^f(K^5 0 %^T^'tS;Ti~ ; 5 k^TP ~— (3tj£) U 

TV^ 0 ££>fc % 5fcC a 2+ Sja<^f'ItP^ ^/^yt>A|®*;^yj 

[la, 2 5 (OH) 2 D 3 ], PTH, tl7V^Y^y, SU¥^ll^/WE-^i§§jSSlS 
20 (Parathyroid Hormone-Related Protein : P TH-related Protein : PTH r P) 

-ffcfe^ #«f^s -4SoM % -^ffM fc&Jfe (#8M5t) Srll^MU 
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LTJSBtSftK: C a 2+ %Wl1& U LfcC a 2+ ^##t#JK:^ffl-r 5 r £ fc «£ V) „ JfiL«ffc 
C a 2+ ^9ttii-^^^XA^fc5o tf ftHX^^t©^fi % #^ 

5„ Jfc4»Ca 2 1^;5MrF1-££StJWJ^ 

10 THte N M^&^Tte, ITOlf T^C a 2+ ©SHtX*ttt5 t 

m$R i WX*\%2 5 (OH) If* * >D 3 (D 1 a <Sfc«r7fcSfefbi-5 - t J§W/^£><£> C a 2+ 

KiR^^i-siWBSr^ri-sjg^ltr^^^D, [la, 2 5 (OH) 2 D 3 ] <Djm*fr 

^ & © P T HOM^fi^ WJ LT, AM^§H5C a 2+ *Sr^§^^» (^ 
E. M. (Brown, E. M. ) y^^^-XAX 

X A >f V if Z 1 ? 5 f" /f O /f X ( Homeostatic mechanisms regulating 
20 extracellular and intracellular calcium metabolism in the parathyroids) J N 

@), 9^f^> ' r^V* (Raven press), 1 9 9 4^ p.l 9#$0o PTH®» 
SttMl^^D [la, 2 5 (OH) 2 D 3 ] ^ ioT^ffrJ^So 
P THJ3C a 2+ ^»m^t^#^iifMTfi^^^§iJ§fm 5 *A^£r ^feS ^ £ ^ 
'fr&^^^ffl-r5^^f^$tbTV^^ 0 1 9 8 2^}CTam bteTOJt/ 

25 M^^PTH(i-8 4)^M4t§ t*m&<Dmfcw<D'&& 

(Endocrinology) J, ^11 0^ 1 9 8 p. 5 0 6-5 1 2#M) 0 K 

fc, Uzawa b(iPTH©W#tfM4©^^#7y^ff«if# 

2 



WO 2004/094362 PCT/JP2004/005886 

^t^ww^mM^^x^mm^ir^^t^m^^^ cr^-^ (Bon e )j, 

il6f, 1 9 9 5^, p. 4 7 7-4 8 4#i) 0 £fc N PTH^f«4-Lfci^ 

scutt £>^ N ~v hvmmm&$i'wmmx>i^ -PTucDmrnm ao~ 
2 o (is r#59) timK&Mt isxmj&Mmmmir% r ^ &r#^ u 

TV^ (r^7r^K T^^f v-jl— ^ -T^b ~T?V (Calcified Tissue 

International) J, H5 5 -i- s 1 9 9 4^ N p. 2 0 8-2 1 5#I) o ^(D^bfrh 

f^«fe-c@^^M^m-r§ 5 mMte, in vivo ^3otfS P TH©^pi 

^i^^t in vitro (ommm&m^xit^mmcDftmzMir% pth©^ 

^-fi^#bfc7^ MS^S*#^«(c:PTH^^}ci^$iir§^ N 
#^«^^«^^jq]$lj ^tb, in vitro. <Dltmj$hmg^\C$pm £frltcd\ 4 
8 B#ffQ£ 1 j5^£ LTfD© 6 B£ffgfctt P THSr^ ^ £ , 

#^«^^b«^^5t$^ in vitro (D^^mSm^ntc^. £ <H5^UTVV 

So 

\mmim^^rmm^Mvxh^M(Dmmm^^T^tnx.^nx^^ 0 \ixon S ki 

PWf 4lg^e>l 5m fchPTH(l-34) £rP^££^Lfc 0 Wf&Zk^ 
(Endocrinology) s 013 2-f\ 1 9 9 p. 8 2 3-8 3 l#I0 o £fc, 
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©^^©&®#&3£SPiK:fl¥iir u upth (1-34) r^TO-^^ j; *) itmmR 

it^n«^#^>^^#.ofcfeC91?«^V>r fkmbmzl^fr (W-i/ (Bone)j s fg 
15^ 1 9 9 4^, p. 5 1-5 8#I) 0 

Mosekilde fete, fc fPTH (1-3 4) Xfit b P TH (1 — 84) (D 
mmSL&KZy, 9 V hmfolt&MMit (rxy^U/p^ (Endocrinology) j, 
^129f, 199 1^ p. 4 2 1-4 2 8#M) J ^t»# (r^-^/l^ ^ i$ 
— ^ TVK 5:^7/1-- ^ (journal of Bone and Mineral Research) J s H 

8^ 1 9 9 3^ p. 1 0 9 7-1 1 0 1#j|) ^ttti:©^Mit*t?4< % 

j; 5 f-p TH^iiitfiK bi>>ttftmmtRipm&7ttri>K mmmmj&m-rzm 

V>S- (rsfl^^j., f|5^ 1 9 9 5^ p. 33-3 9#l). ,4fc, USSfctt, 
PTHfD^l^ov^MU jEffi-^y hfc^tl 2M[$^'M1|h|<£>&#^ 

ii2t (suppi.x 1 9 94^ p. s 3 4 3#flg), m^m^m^m^n^ 

^tbh (D&Rfr P THlr [HHtfcg^-r 5rt(cj;o TfrlMftS© f&« *s rTI %X h 
PTH^^ram^^-h#^*#S^P^Rrtift^Jte. _b|EPTH^ N 

v^t^m^mt^^mmm^^'W^mmmmk \^x^\z.nn^M 0 
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1 0 7 sm^T^/MfrbfZV, ^^y)Agffi:9 

lih 2 5 0»T^>^e>^S»J^Kail5^ M216i©7 5/^ 

V if C ^r^ttjb U ^ / ^ h — A- 3 J7 «I*!C a ^S^-hH-^ 

10 fc U -e^/^s P TH<D£«$|Ep0j ^tt^, (r*>f ^-Y— (Nature) J s |3 6 6f, 
1 9 9 3^, p. 5 7 5-5 8 0») o 

— ;5\ ^f^PA( C ytochr.ome P450 s £*Tx P4 5 0) te^n h 

m?L}£, m^im\^^xm^^mt:^mm-r?>mmtvx(Dmm^ir^o P45 
20 o (cyp) ©77^!/-}-it5CYP2D6(^ t hm^ttwtmmxmmteh^ 

<fflTU*5-t^„ ^oT, lifetLtil CYP 2D6^«fgPl«^tt 
25 C a S R^Hi LTtffi^^H rtb^TI^^S^^^ixTV^o 
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X 



(CH^n — A 



-e^^tbSjk^ (H^H^O 2/3 8 1 0 6^/7Vy b#J$K 

it, Tta— 



x 3 

T^^Mbl^ (IB^^O 2/34 2 0 Vy h^M), 

l£fc N TIB— ^ 



[AteCXteN, D^CXSN, XttVT/, Y«m*s 7^ Ar 

T*£*L5fbl^ (B^H^O 2/0 7 6 7 3-^°^ V>> f#Jl)> 
TIB— 





Jo 
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S 



-e^&frlMfra^ (#^2 002-53633 0-9<&$U H^M^O 0/4 5 8 1 
6^^7Vix K 3-oy^»Sl 1 4 8 8 7 6 -5§-*5 i^HWW 6 4 17 2 
5 15^«, 



[X 1N X 2 , X„ X^J^X^.H^NP^ft^ Y^ Xf«« 



*«&*b5<fl^tfe («t2 002-51067 1-^$GU B^Wm9 9/5 15 6 
9 Uy.h, a~vys<liffi£;Ml 0 7 0 0 4 8#*5<fcTJ^|S#fF6 3 9 5 9 
15 1 *t|B*fe*^TV^5 0 

C a S Rt&ftaii: LT, TIB— jK^J 




CH,ft^ Gtt. ■**«r^, CHR 6 (R e tt. Hft2f) fc£T*ifc5o) 
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R 3w R 4 

X 7 




w. x 4 



(la) 

■(5$^ 'X ls X 2% X 3 ^'0?X 4 mte^ > CN N N0 2 &£\ WliR„ S0 2 R,&£\ 
5 R 2 teH. C^T/l^/Vftif) YJi, #W3j££\ X(i«S^t<}if^7;v 

10 -e^^tbS-fb-g^ (#* 2002-510636 gg^M^ 99/5124 

l^/^Vyb, 3— iay^tfJ*^HIl 0 6 9 9 0 l#*5J:^@aiK^0|2 0 0 
2 0 5 2 5 0 9 #J$) s 
£fc N C a S R^Hi: LTT1B— A95£ 



R 7 fl- 
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XfST^ 









i 






w 





(5£*K WytR^ SO,R, (^r^R^ttl, C H T;^/^a ^i\ X ls X 2% 

^^^tS-fti^ (#^2 0 01-52322 3 ^Ml, SH^HBf! 9 8/4 5 2 5 
S^OyV-y K 3 — a5/^miS^lfi9 7 3 7 3 0-^-*5j:^l5#^6 2 9 4 5 3 
l«J3ih 
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R 



R, 



R;. R 



N 
H 



V" "5 
T 3 



/K YJtTJVZtVy^ Y 2 ttT;^i/y, Y,fci7VV3rl>>\ Z|* 

^£^£{^8^ (#St2 001-501 5 8 4-^^ N 1MI9 7/3 7 9 6 
15 7t^y7Vy V, 3 — ns>^a«kilS9 0 1 4 5 9 £U^S#fP6 0 2 2 8 9 
4-^-#j^) s 
^7h s TfS-^ 



(CHa),, Ar 
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X-m^tl^t-^m m$c2 002-52249 9^^, B^lfl^O 0/0 9 13 
2f/^7V'5' b&£^3-* y/^ffllS^W 1 1 1 2 0 7 3^M), 
£fc, TIB— JB^C 




CXftVTV^ YftJ&ilt^ Qf^zK^s Wft^l^ D«7X^s n|i2~4t 
<£><5cJ 

^£^3^1^ (#*2 002-52253 2^#. S^W^O 0/0 9 4 9 
1 ¥rs<^-7 b;?o£^3~P ^^WK^M 1 1 0 4 4 1 1 -5§-#M) tf$fB*c£*bTV^ 



Maxine Gowen ft, C a S R^ff^B gr^TTS NPS-2143i Pfft'tbSf 



NPS-2143 

NPS-21 4 3©f^WSf«^U ^c^^MrbTV^ W 
15 -Y ' — py-JJSV ^y^r^^V^aV (The Journal of Clinical 
Investigation) J N Il0 5t, 200 0^ p. 1595-160 4#H) 0 

^tliailllNPS-2 14 3 ftP TH©^^f IMt^ 'b©©^ in vitro 

^•hmwwmiih^ofctfD^ kx»foz 0 ^:<Dmmo— o^u-c, nps-2 

20 1 4 3©jfiLtf^^l5^i-^S^i:dS^fif$ti/TV>5 0 gp^ N OVX7 V MC7 7 h 
PTH (1-3 4) £-5 /t g/k g <Z>JBftT?S#Ufcl&^«\ ifctpP THllJgft 3 0 
175pg/ml(D tT— ^ »K 2 ^ram^ftWTC^^B^MStDfc 
*fUT, NPS-2 1 4 3 £r 1 00/xmo 1 /k g©fflil?g4Uci#}j:, jfiL^P 



10 So 
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0&&\nmi 1 5 p g/ml i o fcf tfe $ b P T HH(i±# U 
4^^^*5V^T$«CQii^^ 140pg/ml T?fcofc v?-y— f 
/V Jr~? $ y ;V y( ^^^"f is a ^ (The Journal of Clinical 

Investigation) J, Hi 0 5"5§\ 2 0 0 0^ fl 5 9 81, H3|H#M)o 
5 -£fc^©If3\ NPS-2 14 3@M«ft ^8«ni0 0ng/ 
m 1 W^UctttfcoT, 1 0 n g/m 1 ^T^feoT^T^4<^© 

_hf2 Maxine Gowen Z>(D$Mfe, Jk^^^^fc^ 19 ^4ftv^/l^>t> AgtM^J 
^^r^^i-s fflffi&\z.±&£ltZ>Z.k&^ffi'T*3b&^ TIB— I ] 



20 »-H^*otm ^^v^-efe5 0 ) 

25 U^UJteasfe^ r.oJ:5*^*<t:^©«&B:^<, £kfe«W3fe#S**i/r 
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*mmn, mfrft#jwtr&&&ffimftm&nfU logo, mm^-^nmxh 
k&%mk-rz> 0 *itj&mn* ^^^f tx^s, xsv^vj** 
m, arm, mmmnm. mmmy ym, mmx^y^tim, 

^(Dmmmt vxhMmsti% 0 




(5^ ^fE^TfB-^ (1) T'£it5I!)-efe5) 

infirm v , ^tem^ P45o N #^cyp2D6 (o^mmm^mmm^m < , mm 
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^.mm^ Tie— (i) -vm£*iz>tt.&&, mte&m&ft$bj$ftk-rz#/i'i/ 
5 v ^mmmm^K'wmmm^mm\^mir?> 0 x d m u < tib c i ] nm. i a 

[1] TfB^ (1) T?^£*b5te<£4^ ^©m^^^^HS^fe^©^^- 




H 3 C / CH 3 



# — ( Z ) n— yw/y 




(CH 2 )p 




R (1) 

^8 



10 n« N 0*fcH:l3r^U 

R 1 ^ TkmS, C^T/V=3^>£;£fe:«R A <§r*U 

R A «s R c -OC (=0) 0-C„ m Vy-O-tfcftOH-NH- 

20 7?/V^ :7^~/l^ C B 7W7^/i> v 5 (C^TW^/V) 75y^ 
C H 7/V3^r^-C H 7^/Vi. ^;^7°bSs'i/7;l^ "fPl, 

X 1 ^ -C = C-, -C = N- N W^MttYZWMBttTF^ 
25 -S-, -SO-, -SO r , - (CH 2 ) ml -0-, -O- (CH 2 ) ml - N - 

(CH 2 ) .-NH- -NH- (CH 2 ) - (CH 2 ) b3 -N (CH 3 ) - n -N (C 



13 



WO 2004/094362 



PCT/JP2004/005886 



H 3 ) - (CH 2 ) m3 - N C^T/^WS, -S0 2 -N (CH 3 ) - N — N (CH 3 ) - 
S0 2 - -NHCO- -CONH-ffcfiC^T^-l/yl^U 

R\ R 7 WR 8 «, m— Xttlftot, ^tt-?tt7X^^ ^n-^VJ^ C^T/V 
3vi^ C M T/v^=¥->-^ AnC„W;vS, /M3C H 7/^af^ ^7/v^> 
^T/* N -haS, ^^^/^ C^?vT/V3c/vm, i? (C 
!_6 T A-^r A-) T ^ / %) ;V7$=^;vm$. fcttt Kp^v^-C h T/l^/L* Sr^f»\ 5 
VM*t5R 6 J:R 7 ^-fl^oT-CH = C.H-CH=CH- -C (OH) = 
CH-CH=CH-, -CH=C (OH) -CH = CH- S -O- (CH 2 ) kl -0- N 
-O- (CH 2 ) - (CH 2 ) B -^t5> 

k 1 « 1 JJ/^ 4 ©S^^ U k 2^2~5©S^Sr^U k3ii3~6 

HU R 2 *5J:t^R 3 ^^ 7 jc^-^i?fe9, ^oniiHtfcS^ Zli-SO r N (C 
h 3 ) - (S;>=K ^ftJj^teStvia^u ^^o^^{^w^^-r^>) ^<£>^ 



[2] T?B5£ (!' ) 




H 3 C v' , CH 3 



N (CH 2 )p- 
5 H 



#|S-f-«_b|S [1] iR|fc-C4)So) 
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C3] n^i-efe^ -his [i] ^tcfe [2] mm<Dik-&m, Jtnm&mwFmzti 

5 

[4] niiK l-efov^ 

10 / X, C„7V;V7 5 7 S N f y ^/v^-a ^ ^yi^ N C H T;V3 

fc5V^^R 2 ^R 3 ^— i^/j;oTifkyt^->S^im 
X 1 ^, -C = C-^fd«-C=N-1?$)«9 N . 
15 X 2 #\ -C = C-T?S5?), 

Z^ N - S - s -SO-, -S0 2 - - (CH 2 ) Bl -0-, -O- (CH 2 ) - 
(CH 2 ) ^-NH-. -NH- (CH 2 ) - (CH 2 ) (CH 3 ) - % -N (C 

H 3 ) - (CH 2 ) ^-^ C 1 . 4 T ■ /V^^m^tzLteC^T^fr-U^mX^M ^ 

20 R 4 ^, C M T/v^f/H^ fc C 3 ^ ^ a T;v«t & 9 v 
R E ^5^^M, 

r\ r 7 wr 8 ^ s ^-xtti^ot, ^ti^n?mm^ />p^>i^ c H r/v 

25 -CH=CH-CH = CH-^Jf^-r?. s 

_kfS [3] |B«(D{t:^, ^©^«){c:W^$tbSm^^«^co^¥^'l4#: 0 

[5] nUK 
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tc C i_g T/U^/um-Vh V , 
z*K -s- s -so-, -so 2 - - (CH 2 ) ml -o-. -O- (CH 2 ) - 

CH 2 -NH- N -NH-CH 2 - N -N (CH 3 ) * <f- V>-£fc«fcT^ U^T*fo 9 N 

m:\ ml^ 0*fc.ttl-C*>& N 
X 2 tf^ -C = C-T?&!K 

T/^^T?fe5^ &£V^«gN-§R 6 i:R 7 ^-^^ oT -cH = CH-CH 

[6] 4- [2- [1- [(2R) -3-C [1- (3-7/U$-u-4-*^/ls7^~ 
;v) - 2-*^;vy>us<i/- 2 -4M T 5. /] - 2 - k Kn dp^n ^^/^] 

4- [2- [1- [(2R) -3-[ [l-.(3-7;^o-4-^^7x^) 

^ j - 3 h *$s$?Mm®t^ 

4- [2- [1- [(2R) -3-[ [1- _2-^^ 
^^^^-S-^/^T^V] - 2-t Kn^i^n^v-] ic^Vv] ^^/^^] ^ 

4- [2- [1- [(2R) -3-[ [1- -2-**f-;V 

4 ~ C2- [1- [(2R) -3-C [1- ])y- 3 -j 7V ) _2-^=F/K7° 
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usO-2 — (MT^;~\ -2-t Kn^i/^ajjfdr^] ^;V\ 

4- [2- [1- [(2R) -3-[ [1- (4-^oa-2-7/^P7x^) 
-2-^^V^n^^-2— T/V]T$/] -2-t Ka^V^oaK^] ^/v] 7 

4- [2- [1- [(2R) -3-C [1- 
-2-^^^ B n^^-2— T/V]T^y] - 2-t K^v^p^'v-] cc^vv-] 7 

3- [2— [1— [(2R) -3-[ [1- (3 --7/VJrti — A-*^jV7=tu~M 

4- [2- [2- [1- [(2R) -3-[ [1- (^-^^l/^-2--r/V) -2- 
^/KTW^- 2 — f ;v\ 7>;y]-2-tKn ^V/p J^/U] y^—zV] 

15 3- [2- [1- [(2R) -3-[ [1- (^7^W-2-^7V) -2-^^/V 
t/n/^- 2-^f/K]T3: /] -2-tKn^7 P n^] ^/v] 7 ^~/Vj~sf] 

4- [2- [2- [1- [(2R) -3-[ [1- {3-y;^u-A-^^/V7^ 
-2-*J~;V~7°ns<i/-2 — (MT$Sl - 2-t KP^^tt^i/] ^ 

20 /V] ^rc^/V] t^/lx] ^,|f^ 

4- [2- [1- C(2R) -3-[ [1- 
-2-^f;^P/^-2-^^]7$y] - 2-t KeWn^i/] at^/v] 7 

~/<*V] ~3, 5-^^/V*A#», 

4- [2- [1- [(2R) -3-[ [1- (4-^PP-2-7/Vtn7i^/V) 
25 -2-^^/V7 D P^^-2-^/V]T^y] - 2-t Fndr^n^i/] ^/v] •? 
-3, 5-S^^A#&#Bt 
4- [2- [1- [(2R) -3-[ [1- (3~7?V-l/-2-^/l<) -2-ff-jV 
^u/O- 2 — i ;V\ y%/] - 2 - 1 Ka ^t^ta #3f-5/] rc^yp] ^t^/v] ^,g, 
■ 
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3- [2- [1- [(2R) -3-[ [1- U^-2-4M 

4- [2- [1- [(2R) -3-[ [1- ( r )-z??\sl/-2-J;V) 

-2-fc KP^^n^i/] ^)V\ 

4- [2- [1- [(2R) -3-[ [1- - 2 -*^;V 
7°u/^- 2 — f;H75 ;]-2-kKn ^v^n^i/] a^v] ^^-^/v^ 

4- [2- [1- [(2R) -3-[ [1- (1-7&UI/-2—J/U) - 2 -^^U 
7°X2^-2-4/^T*Jl -2-fc Kndf^n^drix] m^/i/] ^cc-A-X/I^c 

4- [[2- [1- [(2R) -3-[ [1- tf-7?\s^-2-« f/U) -2-^fV 
2 -^;H7?y] - 2 - fc Kn^i/^n^^] ^^v] :7^=/kt ^ /] 

2- [[2- [1- [(2R) -3-[ [1- (J-? pi,:/- 2 -4 /V) - 2 -*^;V 
-7u**ls-2-4MTKS] - 2-fc Kn^ojj?^] ac^vW] 7x/^>] ^ 

3- [[2- [1 - [(2R) -3-[ [1- (7-7#uis-2-j;V) -2-^^;V 
/o^y-2-^;Hr^/] - 2-fc Kn^ix^a^^] c^TVv] r^y^Hx] >c 

Sift, 

4- [[2- [1- [(2R) -3-[ [1- (t-7?U^-2-^/V>) -2-^^/V 
7°n^-2-4MT^ /] - 2-fc Kn^p^y] 7i;^].^ 

3- [[2- [1- [(2R) - 3 -[ [1- (3-7/PtD-4-^f/V7x^) 
-2-**?-;V7 a us*ls-2 — f;V]T^/] - 2-fc Kn^a^] ^?V\ ~7 

4- [[2- [1- [(2R) -3-[ [1- X3--7;V$-u-A-*^;V7^^;v) 
-2-*^>V-7°xis<l/-2-s( JV\T% /] -2-t Kadr^P^dr^/] rc^vl/] ^ 
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3 - [[2- [1- [(2R) -3-[ [1- (3-^/V^-n-4-^ 
?~/vy^~;v) - 2-^^-/uy°u^-2— f/V]T5 /] -2-t Kn dr^/n Tj^ 
$✓] ^c^vv] r^y^] y^/iT] 

5 4- [[2- [1- [(2R) -3-[ [1- (3-^/^n-4-^^/V-^^=/V) 

- 2-y5vK7°n/N 0 ^-2 — f/l/]7 5 7] -2-t Kndrv-yn^dr->] ^/U] 7 

4- [2- [1- [(2R) - 3 -[ [1- ( 3 - 7;^P - 4 - ^ ^7x=;k) 

- - 2 -y n/-^- 2 — r /Kl T ^ 7 ] -2-t Kn^r^n Ji^viyj '"7 

io * y - 3 , 5 - ^y h ^>^S#^ 

4- [2- [1— [(2R) -3-[ [1- (3-^/V^-n-4-y^/V^cn=/^) 
-2-y5vi^°n/^-2 — iyK]T^y] -2-t-Kn^y7 s n/K^y] ^/V] ^ 

^y^v-] -3-^bt3^,&#^ 

4- [2- [1- C(2R) -3-[ [1- (3-7/V^-C2-4-y^/P-^rc^/V) 
15 2-4 MT^ y] - 2-t Kn^^/n^iyi ^/iyj y 

^/^iS] -2-^hn^,im 

4- [2- [1- C(2R) -3-[ [1- (3-^/V^-n-4-y^7^^/V) 

- 2 -y f;Pyn^y- 2 M T % J ] - 2-t Kp ^ v-.r/n stf^] rc^vKl ~? 

20 4- [2- [1- [(2R) -3-C [1- (3-7/^n-4-^f;P7x^;k) 
-2-y^^CJ/^^-2— y7V]T^y] - 2-t Kn^ynsK^sy] 3^/1/] ^ 

4- [2- [1- [(2R) - 3 -[ [1- (3-7/V^-n- 4-79W:7 ^~;V) 
-2-y^/V^t2^^-2--f/V]T$y] - 2-t Kn^r^n/K^^] y 

25 ^ydri/] — 2 — m; y/^^rv y 

4- [2- [1- [(2R) - 3-[ [1- (3-77V^-n-4-y^V7^^/lx) 

- 2 -y ^/K/W-^- 2 — (;V\ T X y ] - 2 - 1 Kp^77p /K^rKI o^/v] 7 

a y 3^3 - 3 - b v y/v^-n y ?vi^,&#Bk 

4- [2- [1- C(2R)'-3-[ [1- (3-7/V^-n-4-y^^^-/V) 
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^S^>1~3~ -7/vSru ^Mm-B, 

4- [2- [1- [(2R) -3-C [1- (4-^uvi-3-y/V^7^- 7 u) 
-2 -^^1x^13^^-2 — f^]T^y] -2-t Ko^^/P/ft 0 ^] rc^/W] -7 

4- [2- [1- C(2R) - 3-[ [1- (4-^pn-3-7;^P7x=^) 

[7] n^o-T?&?N -hiB ci] [2] mm(Di^m, ^(Dm^m^mm-^ 

[8] n^S. 0 9 . 
R 1 ^ 7f(iSttSC M 7;l-n ^f^l-e^ !) , 

s c x _ 7 7* ^/vr ^ / by :?/m- n ^ ^vi^ c ^ tvi^ # /v/fc^a. 

$?<5VM3:R 2 £ R 3 ^^;^t^^oT^^V'i/^-drv'SSr^^L-^ 
X 1 ^, -C = C-*7t«-C=N-T?fet)> 
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-CH=CH-CH=CH-«f5, 
[9] 0-e&«9, 

y c j_ 7 t ^/wt hi) yjvir u * c M tvv = 3r 

X 1 ^ -C = C-^fc«-C=N-"efe«9, 

x 2 #\ -c = c--e&9 N 

R £ ^7K^^Tfe«9 N 

R\ R 7 ^R 8 ^ N Hg-XteHftoT, ^^TkSfjlC-iS />n^^ C H 7/V 
-CH=CH-CH=CH-^n, 

-bfB [8] !B^<ffc^#> N -^^^^f^^^^^^^f^-e^^^o 
[10] 2' - [1- [(2R) -3-C [1- (3-^/^n-4-^^V^^-^) 

2' - [1- C(2R) - 3-[ [1- (4-^an-3-7/Vto7x-;l/) -2 
-y^7 p n/N°^-2 — f/v]7^7] -2-t Kn^v^nsjf^] ^jv\ - 3- 

2 5 - [1- [(2 R) -3-[ [1- (3-7nn-4-^f;I/7x^) -2- 
^f^o/^-B-^r^/] -2-t Kn^V^tt:^*/] -3-^ 
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2' - [1- [(2R) -3-[ [1- (4-^nn-3-^^/V^ni^7i/) -2- 

^Vl/ If 7 ^ — 4 — #71^ 
5 2' - [1- [(2R) - 3 - [ [1- (2, 3-i^/l^-n-4-^/K7^/P) 
-2-7«^/^C2^^-2 — f/KlT^/] - 2-t Kndri/^n/jfdr^] ac^/W] - 
3 - * t y a 4 - # /l^V^ 

2' - [1- [(2R) - 3 -[ [1- (4-^nn-2-7;^n7x=;V) -2 

- -;*^/K7 0 n^;x-2— rvi/jrs/] - 2-t kp^p^] ^-a/\ - 3- 
10 ^^/vtr^^^/u— 4-^/v/i?>'^ 

2' - [1- C(2R) -3-[ [1- (2 -y^n-A-^^-;Vy^=.;V) -2 
-^Wp^-2-^;H7^;] - 2-t Yu^^y°u^^i/] i^Vv] - 3- 
^ f;vr7i-/i/- 4 -^/V/FVg^ 

2' - [1- [(2R) -3-[ [1- (4 -if ;W 3 - 7/VtP 7x^) - 2 
15 -^f;V7P^y-2-^;V]r^/] - 2-t Kn^^/J^i/] m^vv] - 3- 

3-^^-2' - [1- [(2R) -3-[ [1- (^T^ -2 
-^f;P7p^y-2-^;V]757] - 2-t Fp ^r^n i^/k] tr^a 
— /U— 5 — 

20 2' - [1- [(2R) -3-[ [1- (-7"^^ 1/^-2— f/V) -2-^/K7°n 
s<>-2 — WT^y] - 2- t Knar^P^v'] xf/v] t^x^-'s, 5 

2' - [(^p^pf/V) E(2R) -3-[ [1- (^-7^l/^-2--T/V) -2 
-^^vK7°Pi^X-2-- f/^T^] - 2-t F^v^n/^v'] * T ?V\ - 3- 
25 ^ f ;Vlf 7xx;w 4 -*;l/*>t, 

2' - [1- [(2R) -3-C [1- (.-f-7^U>--2-^/U) -2-^^/^n 
2 — f/V]T$ 7 ] - 2 - t Kp ^^xx 0&*cV\ ^jV\ - 3 t^rc 

2' - [(^n^tztVV) [(2R) -3-[ [1- (3-^7V^-n-4-^^/V^ 
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ax^M - 2-^^/K7 0 P2^V-2-^/V]T^ /] -2-fc Kp^cj^^] ^ 
^vV-J - 3 — ^ f;Hf7x^/l/- 4 ~77A-/FV^ 

2' - [1- [(2R) -3-[ [1- (3~^/U^-u-4-^^-/U-y^^/U) -2 

- * 2 -^f/V] 7$y] -2-tFn ^V^n :^5vR] - 3 - 
5 * ^vw lf7x 4 - # /VjJ? ^ s 

2' - [1- [(2R) -3-[ [1- (3~~7/^U-4-^=f-/Vy^/U) -2 
-^5vK7 , n^^-2--f/V]T^ /] -2-fc KP^r^a^^] az^vl/] - 3 - 
* <7-/U \f7^~/V- 5 - # ixg^ 

2' - [(^a7°PtVW) C(2R) -3-[ [1- (4-^PP-2-7;^n7 
10 ^c^A-) -2-7^K^p>^-2 — f/KlT'^/] -2-fc Kn^r^n^^iX] ^ 
^vk] — 3 -^f;Hf7x^-4-^yi, 

2* - [(^n7ntW) [(2R) -3-[ [1- (4-^pp-3-7;^b7 
^^/k) - 2-^^vK7 , p^>'- 2— (;V]T^ /] -2-fc Kn=¥^7°P^^;y] ^ 
^Vl/J - 3 ^tf7x-;V- 4 
15 2' - [1- [(2R) -3-[ [1- (3-7/V^-n-4-^ K^v-:7^-/V) - 
2-^^/^t2^^-2-^/i^]T5 /] -2-fc Kndr^n^df^] rn^vi/J -3 

— * fc :7 ^ — /V— 4 — # ;V7$ ;>gfe v 

3-^^-2' - [1- [(2R) -3-[ [1- (3, 4-i?^f-jV7^=.;V) 
-2-* Wp/^- 2 --f /V] T 5 / ] - 2 - fc Kp jjf at^/V] If 

20 •? 4— # /V-^Vglv 

2' - [1- [(2R) -3-[ [1- (4-^5vK7:*~/V) -2-^^/W7°n^ 
f-2 — f;HT5/] -2-tFPWP^] ^jV\ 
/V-4-#/V/J?>^ N 

2' - [1- [(2R) -3-[ [1- (4-^T3't3-3-^ ^~/V) -2 

25 -7<5vK7°n^^-2--fVlx]T$/] -2-fc Kn^v^d/Jf^] a^l/J -3- 
^ f/Hf 4 -77/^>^ s 

2' - [1- C(2R) -3-[ [1- (4-xf/V7x^;V) -2-^f;I,7 D P/N 0 
>--2-4^lT^yl - 2-tFP ^ri/^n jtf^X] oc^V] - 3 5VV-tf 7 *c=. 
/V—4-77/V^V^ 
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2' - [1- C(2R) -3-[ [1- (4-^po-2, 5-*?7;V%-u7^~;V) 
- 2-^ 5VK7°n/^-2 — f/HT^y] -2-t Kn^^n^s/] ^/i>] - 
3 - t< ^/V tf 7 oc^/V— 4 

2' - [1- C(2R) -3-[ [1- {rt-ypXsls-Z-J ;V) -2-*^;V*7xi 

=c^U— 4 — ^7/V^V^ N 

2' - [1- [(2R) -3-[ [1- ($"7 9 Vis— 2 — (;V) -2-^9VK7°n 

4 — #/V"/£V|^ 

10 2' - [1- C(2R) -3-C [1- (^7^1/^-2— f/V) -2-^3-/Vzfu 
^V-2-^]75>/] - 2-t Kndr^Pt^^] ^/V] - 3- (hV^/U^ 

2' - [1— [(2R) -3-[ [1- (2-7/^i3-4-7<>= 3 rV7^^/V) - 
2 ^;V°7°ns<^- 2 — |VH 7^7] -2-t Ko ^^Zfn sjf^v-] ai^vl/] - 3 
15 — ( hV -7;vJr n ^ =f-/v) tf 7 m ^/v— 4 - 

3-^/^-2' - [1- C(2R) -3-[ [1- {-rV^U>-2-^M -2 
-^^/v^n^^-2 — f;v]7^;] - 2-t Kn^n^v^] ^9vKl 

-/^-4-^77V#^ N 

2' - [1- [(2R) -3-C [1 - (3, A-^^nny^/v) -2-^)V 
20 Zfn^ly-2 — f/V]7$y] - 2-t Kp /Jn 0 ^>] -3- (^7 

2' - [1- C(2R) -3-[ [1- (t7^l/y-.2->f^) -2-^^/^n 
**>—2 — f;P]7$y] - 2-t KnafV/PJ)?^] ^9vv] -3-^y^ntVk 

t*7^~/V-4-#/l^V^ 
25 3-^/1—2' - [1- [(2R) -3-[ [1- (3 -7/l»$-U- 4-^^/U7 
^cvv-) -2-^^/uy p u/<^-2-4MT^yl - 2-t Kn df-V^TP^f] ^ 
^-;y\ . tr 7 * 4 - # 

2' - [1- [(2R) - 3 -[ [1- (3-7/^a-4-^?vK7a::=/k) -2 
-^^n^-2-^]75;] - 2-t Kn^^n^i/] ^^vkl - 3- 
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2-^PP-6-[2- [1- [(2R) - 3 -[ [1- (f-7^1/>"-2--r7V) - 
2-^^/V7°n^>--2 — -2-t Kb ^v^n^^] ^^/^] 7^ 
t°y vV-3-#^/}^^ 

5 2' - [1- [(2R) -3-[ [1— (rt7?U^-2 (M -2-^^7V^n 

^ c >-- 2 — T /Rl T =• / ] - 2 - t Ko ^rf^u /tfdrK! ^/^] - 3 tT/Hf 7 

a^/W— 4 — ^/V^Vg^ 

2, 3-^^-2' - [1- [(2R) -3-[ [1- 2-^ i ?V) 

. - 2 <f-/V7°n;*Z/- 2 —4 As] 75/] -2-t Kp^/p /K^^] ^^/V] tf 

10 7 .at 4 — # /W^ >^ 

2' - [1- [(2R) -3-[ [1- (3-^/^n-4-^^V^rc^/V) -2 
-^f;i/ya/^y-2-^^]7^/] - 2-t Kna^^n cc^/i^] -3- 
t>t7i^- 4 — 
2-^nn-6-[2- [1- [(2R) -3-[ [1- ( 3 - 77VJru - 4 ^VV 
15 -2-^Wp/^-2-^;HT^] -2-t Kndr^/^n^^i/] 

^/V] 7 ^ t° y is— 3 - # /V/J? 

3, 5-^^-2' - [1- [(2R) -3-[[l - (t7^I/y-2-^) 
- 2- ^=f-;V7"u/<ls- 2 -4 MT ^ - 2-t ^i/^n;}?^] m^/v] 

20 2- [1- C(2R) ~3-[ [1- (cr7?\s>-2--( /V) - 2 - ^^-/U7°uy< 
y-2-^f;l/]7^;] - 2-t KP>^7°n#^^] ^/V] - m -f;W7x^- 

4' 

2' - [1- [(2R) -3-[ [1- (3-7/V^n-4-p<^/V7ci:^7V) -2 
-^f;^n^^-2-^;V]7^;] - 2 - 1 Kp^p *J?3f isl -2, 
25 3— ^f/ktVx^/V- 4— 

2' - [1- [(2R) -3-[ [1- (3-7/V^V2-4-^^/V7^/U) -2 
-^^/v^n^^-2 — f;H7^] -2-tFo^p^>] -3, 
5 — 1 7 =c 4—Jj l/^ s 

4- (tFP^f/V) -2' - [1- C(2R) -3-[ [1- (3-7$\sZ/- 
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3 — <y*?^?V-2> - [1- [(2R) -3-[ [1- (^-7^1/^-2 — 
-2-*?-^us<^-2-4MT^;l -2-t KP^r^n*^^] ^/l7] tf 
5 7x 4-^7 

2' - [1- [(2R) -3-[ [1- (Z-~7JVjrv-4-7t=3-;V7^;V) ~2 

-^9VK7°n 2— (;v\T^ 7] -2-fc Kp^^p^^] rn^/i/] - 3- 

y ^/v- tf :7 ^ ^/v- 4-^7 juy$ 

2' ~ [1- C(2R) -3-[ [1- (3-7;i/tP-4-^Wx^) -2 
10 Wp/^- 2 — f /V] T ^ / ] - 2-tFP ^V^n tf?^] oc^/v] - 4 - 

2* - [1- ' [(2R) -3-[ [1- (3 -Z7/U^ru-4-^^-/V7ai^^) -2 

- 2—j ;V\T 3. /] -2-t Kn^fv-yn^^r^] :n^vl/J -3- 
(2-^5Vl-— 1 -^n^i/lT) tfT^r^— 4-^7/V^V^ 

15 2' - [1- [(2R) -3-[ [1- (*}-7?U>-2-4M -2-^^;V^n 
■^-2-^Vl7]T^/] -2-fc Fn^rv-yn/jfariX] j^/iT] - 3 -t Kn^ytf 

2' - [1- [(2R) -3-[ [1- {Z--7?V-frn-4-J.^;V7^?V) -2 

- * ^vl^.n 2 — f ;l^]7$/] - 2-tKP ^v^n /K^y] ^/l/J - 3 - 
20 k KP^->t7x^-4-^;^>|, 

3-^/V-2' - [1- [(2R) -3-[ [1- (4-.^on-3-7;^D7 
a^^/V) -2-^^)VzTxx/^-2— (MT^Jl -2-fc Fo=3e>>^nj}N 0 ^^>] ;n 
fvKI tf^^^/V—4-^^/K^s 

2' - [1- [(2R) -3-C [1- (4-^nn-3-7/V^-a^^=/V) -2 
25 ^yK7°n^^- 2 -4M 757] - 2 - fc Kn v-yn tf^>] ^/y] - 3 - 

2* - [1- [(2R) -3-[ [1- ( 3 - 7;^ a - 4 - ^ f;V7 x ^/V) -2 
- ^ f ;V7 n ^ y- 2 — f ;P] 7 5 7 ] -2-fc Kn ^y^a^^y] cn^/lT] - 3- 
( 1 -^f^/P fcVk) If 71— 4 
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2- ^^/1^-2' - [1- C(2R) -3-[ [1- (^^^V>--2 — fM -2 
-*^;vyus<^- 2— T/^]T^/] -2-t Kn^^n^^-] 

3- ^^/V-2' - [1- [(2R) -3-[ [1- f/V) -2 
5 -^^VK7°P/^-2--i'A']T5y] -2-t Ko=3ri/7°a^^->] cc^Vv] \?y ^ 

^/V— 4 — 

4- 7/V^-a-2' - [1- [(2R) - 3-[ [1— ? U>- 2 — T/V) - 
2-7*5'vK7 0 n./N o ^- 2— T^]T5:/] -2-t Kp^^p^^] ^;V\ \fv 

• ^c^/V— 3 — 

10 2' - [1- [(2R) -3-[ [1- (3, 4-v^nn:7^/V) -2-^jV 
^o^iz- 2 -^;V]T% /] -2-t Kp^P^^] ^/Kl -2-^^/Hf 

Q--7;V^-n-2' - [1- [(2R) - 3 -[ [1- tr~7 $ Uls- 2 --f /V) - 
2-^f/V/P/^-2-^;l/]T^;] -2-t KP^^P^] if/k] tf^7 
15 ^=71 — 3— ^/l^Vg^ 

3-7/^n-2' - [1- [(2R) -3-[ [1- ? l^y- 2 -4 M - 

2-^f-;vy°n/<^-2 — (MT^/l - 2-t Kp^^p*^] cn^Vv] tf:7 
/V— 4 — 

2' - [1- [(2R) - 3-[ [1- ^=-;V) -2-^^;V^u^ 

20 y-2-^]r^y] -2-t.Fn^i/:/n;fc 0 ^>-] ^/U] -3-^^;Vt7x^ 
/^-4-^7/V^V^ 

2' - [1- C(2R) -3-[ [l- (3, -2-^^/V 
~fxi/<^- 2 — 7 5/] - 2- t Ku =3f ix^n stf^] a^/V] - 3 f;kt 
7^^7^-4-^7/^V^ ' " 

25 2-:7/l^-n-2' - Cl- C(2R) -3-[ [1- (-TV? \s^-2-^;V) - 
2-^^-;V^u/<ly-2-^/V]T^^^ - 2-t Vu^i/^uM^^ ^/v] if? 
/V— 4 — #/l/#V^ N 
2' - [(v^n^atW) [(2R) -3-[ [1- < c y7$\si/-2-4?\<) -2 
- * 5VK7°t2/^- 2 — T 5 / ] -2-t Ko dri/^o /jf^] ^ ^Fyv] - 3 - 
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2' - l{*y?U7°n\?M [(2R) -3-E.Cl- (^^l/^-2-^7V) -2 
-^^/^t2^>--2 — f;v]T^/] -2-t Fp^^o^v] ^^-A-] -3- 

2' - i<*S?Vi7 , U\?;V) [(2R) -3-[ [1- (^-^^1/^-2 — -2 
-^f/V^y-2-^]75/] - 2-t: Kn^^P^V] ^^/V] - 2- 

2' - [(^o7otVV) E(2R) -3-[ [1- tf-7#Uls-2-^ f/V) -2 
-7<^/^n^^-2--Y/V]T^ /] - 2-t KP^i</B^^] ^^VP] - 2- 

2' - [1- [(2R) -3-[ [1- (3, A-^fxixiy^-tV) -2-^?V 
7°n/^-2 — <AS\T%J] - 2-t KadrS/yn^i/] rc^/V] -2-^/V^-n 
tVx^;V- 4 — #/VtfiVg^ 

3-^PP-2' - [1- [(2R) -3-[ [1- {~r-7# -2 
-^Wp^- 2— r^]7 5 y] - 2-t Kn^^naK^>] \fy^ 

2' - [1- C(2R) -3-C [1- (i~y^U^-2—(/U) -2-^^/^u 
s<^-2-4MT$yl -2-t Kndri/^a^^i/] m^/v] 

3-T^y-2' - [1- [(2R) -3-[ [1- (1~7?U^-2—{/V) -2 
-^^?vy^^-2 — f;v]75/] - 2-t Yxx^y°xii^^y\ ^;V\ 

3- (Tir^/VT^/) -2' - [1- [(2R) -3-[ [1- (^"7^U^-2 
-J/V) -2-*?~;vyu/<^-2-4;V]T^ /]'-2-t pia 3f v-^pz^i/] ^ 

3-^nP2-2' - [1- [(2R) -3-[ [1- (3-7/V3-u-4-^^/Vy 
^-/V) -2-^^;VV°u/<^~2 — M7$y] -2-t Kn^i/^n^df^] ^ 

2' - [1- [(2R) -3-[ [1- (3-^ h^riy~4-^^/Vy^=.;V) -2 
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-*^/Vzfus<l/—2-s(;V]T$.;l -2-t Kn^o^] a^VV] -3- 
2, 3-^tKP-5- [2- [1- [(2R) -3-[ [1- [^-y^ U >-2- 

7l7] 731^/V] ^/77^-7-*M>i, 

2, 6-^^-2' - [1- C(2R) -3-[ [1- 
- 2 - ^ Wp/?^- 2->f ^]75 ;] - 2-t Kndr^n/}f^>] :^/i7] fcf 

2' - [1- [(2R) -3-[ [1- (3 - 7/UtP-4-^f;>7x^) -2 
-^f^P^-2-^]7?/] -2-tKP^>7°P^i/] -2, 
6 - 5=vV If 7 3i 4-77 /Utf is&t^ 

3- (S?^f^7 5» -2' - [1- [(2R) -3-[ [1- {±7?Xs^-2 
— (;v) - 2 -7*5vK7W^-2-- fAOr^ /] -2-t KB^/pjj?^] ^ 

2, 3-^t KC-5- [2- [1- [(2R) -3-1 [ 1 - (3-^/^n-4 
-^^/^^3i^/^) -2-^f;^PA>-2-^]7>;;] - 2-t Kn^f^n 

3— <V^-2' - [1- [(2R) -3-[ [1- (3-^/^P2-4-^^ 
-2-^^/^n^^-2 — r^]T^ /] -2-tKP^>7°P^V] 

2' - Ci- C(2R) -3-[ [l- is-y^u-A-t^/vy^/v). —2 
-^^/V-7°^^^-2--r/HT5:7] -2-t Kp^>7p^>] rt^yv-] -3- 

2' - [1- C(2R) -3-[ [1- (4-^pp-2 - 7;>^P 7x=;V) • -2 
-^/K7°n^;/- 2— r/V]T$y] -3- 
p< h^rVt^3i^/V-4-^7/V/js>^ 

2' - [1- C(2R) -3-[ [1- (4-^P2P2-3-y/V^-n^3i^/^) -2 
-^f;V7p^-2-^;V]7>/] -2-t Kp^T'pjK^V] at^A-] -3- 
;* b=¥-^t73i^;v-4 — 
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2' ~ [1- [(2R) -3-[ Cl- U-^nvx-3--7;V^rn^^-;V) -2 

-^"f-;vy°n^-2--( %/] -2-fc Kp^^7°P/K^] -2- 

2' - Cl- C(2R) -3-[ [1- (4-^na-2-^^-u^^^ 7 v) - 2 
— f/V]T5/] -2-fc Kp^7o^>] ^/U] - 2- 
^ ^vV tf 7 x. 4 — # /Vtff 

A-^?V-2> - [1- [(2R) -3-[ [1- ^7^ U >-2-^/V) -2 
-*^7°Us^-2-4/V]T^;^ - 2-fc \?U*l/7ui$$c*/] =^<f-/U] }fy^ 

2' - [1- [(2R) -3-[ [1- (3-7/U$-v-4-^^/\s7^~/V) -2 
- * TVKTW^- 2 --f /P] T 5 y ] - 2 - fc K n dr i/^n sK.*^] rn^/V] - 4 _ 
* ^;nf7x^/i^- 3 

2' - Cl- C(2R) -3-C Cl- (3, 5-i??uu7^~;V) -2-^^;U 

4— ■ 

2' - Cl- C(2R) -3-C Cl- (2, 5-^7^tP7x^V) _ 2 -p<^ 
;k7'p/'?y-2-^;l/]75;] -2-fc KP^^/a*>->] ^/V] -3-^/V 
fc-^^^/V— 4 -#/l^Vg^ 

2' - Cl- C(2R) -3-C Cl- (5-^nr2-2-7/^P-4-^^/V7 
-2-*^jV7°ns^-2—s fA»]7$S] - 2-fc Kn^7°o*^^] ^ 
7VV] - 3 -^^/Hf^rn^/V-4-^7^i/^ 

2' - Cl- C(2R) -3-C Cl- (3-^PP-2-7/Vt07x^) -2 
-^^/^a^ 0 ^-2— T/V]T^7] - 2-fc Kn=3r>-7°n/K^rix] ^/V] - 3- 
^ ^/V fc" 7 ^ A-— 4 - # i/fc^ 

2 5 - Cl- C(2R) — 3-C Cl- (3-^;^a-4- hV 7;^P^f;P7 
^-/p) -2-^f;V7P/^-2-^^]7^/] - 2-fc Kt3=3r^t2^v'] m 

2' - Cl- C(2R) -3-C Cl - (5-^00-3-7/^7,:^) -2 
-^f;P7B/^-2-^^]7^] "2-fc KP^r^7"P^^] ^TVW] -3- 
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7* ^vf \?*7^—;V-4—% /l^ 

2' - [1- [(2R) -3-C [1- (3, 5-^fy7;Vtn^f;l/7x^) 
-2-*^A'~7vl;*Is-2 — f/V]T^7] -2-t Ktt^^/P^i/] 3^/V] - 

5 2' - [1- [(2R) - 3-[ [1- (4-^^-3, 5-^ h^>7~-/V) 

- 2 -*fM7xis*>- 2 — f;H7^;] -2-tKn ^r^P *}f cc^/v] - 
3 — ^ f;Hf 7x=/W- 4 -#/l^V^ s 

2' - [1- [(2R) -3-[ [1- (3, ^i/7xs^) _ 2 -^ 

/K7°p/^— 2--f /KlT^ /] — 2-t Fp^/p^] =5vv] -3— *^->v 
10 tf7xs;V--4-*^i4l % 

2' - [1- [(2R) - 3-[ [1- (4-^nt2-3- hV 5vVr7^ 
=/v) -2-^^/v^ p n/-?^-2-^/v]T5:y] -2-t Kndpi^n#^>] 

/V] - 3—^^/1/ tf^^^/V— 4—77 /l^^gf. 

2' - [1- [(2R) -3 -[ [1- (3 -^/V^m-A-t^/V-r^—tV) -2 
15 -^/K7*t3^V- 2-^OkJT? /] - 2-t Kn^r/ns^i/] j^/V] - 3- 
t - -f=f-/V ^7x 4 -77Ao^V^ 
2' - [1 [(2R) -3-[ [1- (4-^Pn-2-7/VtP7x^) -2 

- ^ f^7o7NV- 2 — i )V\ T X J ] - 2-fcKP dr^u atf^X] =^VV] - 3 - 
t - try a: =/V- 4 - 77 Vst 

20 2' - [1- [(2R) -3-[ [1- (4-?uv-3-7/l/3-U7^~/l/) -2 
3-As?xxs*is— 2 T%;~] -2-t Kt"¥^n ^v-] ou^vlT] - 3 - 

t -7*f;Hf7x^/l'- 4 — 77/l^V^ 

2* - [1- C(2R) -3-[ [1- {3-y;v^rx2-A-^^;v7^;v) -2 
-^WP/^-2-{/Hr$;] - 2-t K^^P^iX] ^f-?v\ -3- 
25 ^ :7;n=/V— 4— jfr/UtffHk 

2' - [1- [(2 R) -3- [ [1- (3-!7/l^P-4-^/K73i=/V) -2 
-7< f;k7*P^V- 2 — f }V\T % /] - 2-tKP df^p *K3r^] - 3 - 

^/v* y / tr 7 4 -77/^v^ s 

2' - [1- C(2R) - 3-[ [1- (3-^/^n-4-^^^^-/V) -2 
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-*^;v^usO-2-4 /ls]T5.;l -2-fc Vv**s7vttf^] ^*f-,v\ -3- 
2' - [1- [(2R) -3~[ [1- (3-f!i7;^n^f;l/-4-^f;U7x 

/V] — 3 — 7< ^VW tf^- cn ivl^— 4 — % 

2' ~ [1- [(2R) -3-[ [1- (4-^PP-3-7;VtP7xr:;V) -2 

T/i^]T^y] -2-t Kp^v-7p*>^] ^jV\ - 3- 

2' - [1- [(2R) - 3-[ [1- (4-^PP-3-7^P7x=;V) -2 
-^f;P7n/NV-2-^;l/]7^] -2-t Kp^^p^^] ^?V\ - 3- 

[11] Tia^ (1") -e^^tts^^ ^e©3i^efj^fr^$^s^fe^©^ 




R 1 ' TK^S^fc^C^T/V^^^S^U ' 

R 2> tJc^S, 'Ma^VjR^ 7^1, C H 7W^S, abc m 7» 
0,^7^3^^/-^/^^ C„7^a^ Anc„7;va^ C 
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r 6 ' \X An^yg^ C H 7;^;H, c M 7^n^^fc^p c M 7;^/v 
CH-CH=CH-^f5, 

[12] tib^ a'") -?7F&thz>4k&^ ^(Dm^\^mm^tb^m.^tz.\t^:(D% 

v r6 " 

r 7 " (r") 



10 R 2 " {3\ C H 7;^;v|^*L, 

R 4 " « N ^ f/HSfctii/;? p^p f/Hlr^U 

R 7 " te\ C H 7;^^S, C H 7;^^^IJfc|^nC 

15 

[13] 2' - [1- [(2R) -3-[ [1- (S-7;Vi!rxi-4-*<?;V7±~;V) 
- 2 -tJ'/VzfxisSi/- 2 — (As] 7^/]-2-t Kp^/p^J/] ^^/V] - 
3 - ^ KT 7 ac 4 - # /l^ i/S£ N 

2' - [1- [(2R) -3-[ [1- (4-?uu-3-7;VJni7^/V) -2 
20 -^^/l/7 9 n^^-2-^^] 75;]-2-t Kn= 3 rv'7°n^=3fv']^^/V] -3- 

2' - [1- [(2R) - 3-[ [1- (3-^n-4-^^7x-;V) -2- 
^ f;V7n/^- 2 — 1;V\ T % 7 ] - 2 - 1 KoWo ^/V] - 3 — 

25 2' - [1- [(2R) -3-[ [1- {4-?UU-3-*^;V'7^~;l<) -2- 
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2' - [1- [(2R) -3-[ [1- (4-^OP-2-7/^P7x^) -2 

^ f;Vt'7x^- 4 — 77/I//FV^ s 

2' - [1- [(2R) -3-[ [1- {2-7/VJru-4-*^;V7^;V) -2 

^/U- lf7x 4—77 /vtJ? ^ s 

2' - [1- [(2R) -3-[ [1- (4-^/1^-3 -7/1^*7^^) -2 

J* ^VVtf 7rc~/V— 4 — %/l*#ZsWt s 

2' - [1- [(2R) - 3 -[ [1- (3-7W-B-4-^^V7s=^) -2 

j< 4—77 

2' - [1- [(2R) - 3-[ [1 - (3-7/l^n-4-^^vK7^c=vV) -2 
-^jV-fxi^ls— 2— r/V] 7^ /]-2-t Kq^^p^j/] -3- 
;* 9VHf 7x=/V- 5 — 77/W)^@^ 

2' - [(v-^n^nfcVV) [(2R) -3-[ [1- (4-^on-2-7/^07 

* ^VH - 3 9VVtf7 rc^/V- 4 

2' - [(^n7°nh» [(2R) -3-[ [1- (4-7nn-3-7/VtP7 
^-/i/) -2-^f;k/n/^-2-^;H 757] -2-tKn^77n^] 
^ ^VV] - 3 - ^ ^vV If 7 a: c^/v- 4 - 77 /Vtf? 

3-^/V-2' - [1- [(2R) -3-[ [1'- (3, 4-^^7^^/V) 
-2-^WP/^-2-^;V] 757]-2-t Kn^i/7ntf^;y] oc^v] tf 
7 at xi/l^- 4 - 77 /W? ^g| s 

2' - [1- [(2R) -3-[ [1- (4-^^7V7^=/k) _2-^^/v7n/N° 
^-2 — f/l/J 7 $ 7 ] - 2 - 1 KP ^i/7P ;>] -3-^^-/Hf7^^ 

/V-4-77/V^V^ 
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2' - [1- C(2R) -3-[ [1- (4-^un-3-/ -2 
-ff-tv-fxi^is-z — i;v\ 7 5/] - 2-t KP^'X/n*^] ^/kl -3 
— ^ f/Hf7xs/V- 4 — 

2' - [1- C(2R) -3 — [ [1- (4-xf/V7x^) 

3 -m^- 2 ' - [1- [(2R) -3-[ [1- (Z-?sVjru- 4-*<?~;V7 
- 2-^^-7^X1/^-2-4 M 75/] — 2 — t Kn^t^n^df-V] 

- cc^/u] f7^— /v— 4-t//i^V^ n 

10 2' - [1- [(2R) -3 — [ [1- (3-7/WtP-4-^f;l/7x^I/) -2 

( yyv- tf/Hf 7x^;l/- 4 -77/W£V@t N 

2'— [1- [(2R) - 3 -[ [1- (3-^7V^-a-4-^^^m^^) -2 
-/^/I^/ta^X- 2--T/1/] 757] -2-fc Fn^^n^ 0 ^] oc^/v] -3 

15 -/n t%t7x^- 4 -*;^yi, 

2' - [1- [(2R) - 3 -[ [1- (3-7/U$-v-4-yl^/]s7^~/U) -2 
-^f;v7n^y- 2— 75/] -2-t Kp^/p^v-] ^/i^] - 3 
~4 V -?J-/V\?-7^^/V— 4 —$)Jlsi$>W, 

3-^/V-2' - [1- [(2R) -3-[ [1- (4-^PP-3-7/^P7 
20 A-) -2-?-3-/V7u^l/-2 — f/V] 75/] -2-t Kn^^cz/K^V] 

2' - [1- [(2R) -3-[ [1- (4-/PP-3-7^tP7x^) -2 
-^f;V7°P/-?y-2-^^] 75/] -2-t Kn^^c2 7}f^V] ^^Vk] -3 

--r y7°p t>t7s=;v-4-*/^vi, 

25 2' - [1- [(2R) - 3 — [ [1- (3-7;V$-u-4-y?-;V7^~;V) -2 
-^f-^y°u/<^-2-4/V] 75/] -2-tKP^7p*^] ^-J-;V\ -3 
- (1 -^9VK7°t2 tf/V) ^7^^/V-4-^77V^>-^ N 

2' - Cl - [(2R) -3 — [ [1- (3-^PP7x= M -2-y=f-?V~7us< 
4~2~4?V\ 7 5 / ] - 2 - 1 KP ^ P S/] xf ;V] - 3 ^;Hf 7 ^ =: 
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2' - [1- [.(2R) - 3-[ [1- (3, 4-V>7un7^~;V) - 2 -^^-;V 
7vs<^- 2— f/Kl 7^/] -2-tKP^7 P n*>y'] ^/V] - 3 

2' - [1- [(2R) - 3-[ [1- (3-^ y^y-A-*J-?V7^>V) -2 
-p^/l^n 2— -T/l-] 7$/] - 2-t Kodrvyo/Jfari/] rn^vlTJ -3 

- ^ ^;V\f 7 ^ 4 - #/V^VS^ 

2' - [1- [(2R) -3-[ [1- (3, - 2 -^=f-;v 
7v/<^-2 — {/V] 7^/] ^/P] -3-^^/V 

7 » 4 - # Vfi| N 

2' - [1- [(2R) -3-[ [1- (4-^nn-3-f!)7/^n^f^7x 
-2-^^VK7W-s°;x-2-^VKl 7 ^ / ] - 2 - t Kn ^r^P /K^r V] 
A7\ - 3 - f /VtVx^/k- 4 

2' - [1- [(2R) -3-[ [1- (3 -7/^u- 4- ^^-;V7 ^/V) -2 
-7«^7 0 n^^- 2— 757] -2-fc Kia*V^"nsjf^>] ^/V] -3 

- t - 7^;v ^y^^/v— 4 —2rA<tf>'Wt* 

2' - [1- [(2R) - 3-[ [1- (4~7nvi-2-7/V^-n7^/U) -2 

7$;] - 2- t Ko^o#^>] ^/V] -3 

- t -^f;Hf7*s/l^ 4 -^/^/J?;/^ 

2' - [1- [(2R) -3-C [1- (4-^aa-3-7/^t2^^^7V) -2 
-^9VK7°n/-^-2-^/Ix] 75/] -2-tKn^>7P^>] oc^/v] -3 

- t - r/^Vv \?7 =-;V- 4 -^/^ &5 J; 

2' - [1- E(2R) -3-[ [1- (3- h V 7;^n^f;v-4-^f;k7x 
-2-^^/^n^^-2— T/V] 7i;]-2-fc Ko WP^]if 

frbtzzm&nmtin^ -tie ci i] xtt ci 2] jem<ott&m s ^com^m^m- 



[14] 2' - [1- [(2R) -3-[ [1- (3-:7/l^P-4-^5vK7^A<) 
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- 2 <7-As7n;*ls— 2-4^1 75/]-2-t Kp *is?xi - 
3 - * f/Vt7x^;V- 4 -#/l^V^ 

2' - Cl- [(2R) -3-[ [1- (4-^op-3-7;^B7x^) -2 
^/K/n 2 --f/l7J 7>;]-2-t Kn^n^xf/k] -3- 

2' - [1- [(2R) -3-[ [1- {3-?UU-4:-*^;V7zc.~;V) -2- 
^^/U'7 B n^^-2--f/V] 7^/]-2-tKP^P^] 3-* 

2' - [1- [(2R) -3-[ [1- (4-^nn-2-7/^P7x^) -2 
10 -7*^VK7°P 2 -^/V] T $ / ] - 2 - fc KPdf^T'P Jtf^i"] ^^/V] - 3 - 

15 [15] 2' - [1- [(2R) -3-[ [1 - (3-^/^13-4-^^/^^-71-) 

- 2 -7* 2 — i?v\ T % S 1 - 2 - t Kp^77p rc^vi/J - 

20 [16] 2' - [1- [(2R) -3-[ [1- (4-?uu-3--7jV3ru~7^~;V) 
-2~^^~;V^fxi^-2 — T^y]-2-t YT3L**s7xii£*t*/l ^f-?v\ - 

25 [17] 2' - [1- [(2R) -3-[ [1- (3-^n-4-^;V7xx;V) 
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[18] 2' - [1- C(2R) -3-[ [1- (4-^nn-2-^/V^C3^^^7V-) 

[1 9] Sl^Wfcffl^fSttSmfrts W3M#£UT_hlB Cl] 7bm [18] ©Wf 
[2 0] ^J^^-hfB [3] [ 6 ] (DV^tt^^f2«^b^ N ^©H^lftfc 

ii**ii5«[*fctt*©3fc^gttftt?j!,5 % _bia [19] wm<Dwmmm> 0 ... 
[21] ^tmmfr&±m [7] [10] ©v^tt^^iEic^^s -e©i^i& 

[2 2] ±m [11] [18] ©Vvfjft,#>fc^©te£^ N ^<Dm¥ 

i2 3im&to\z.f?&£tiz>$iftks ^mj$,frtux±m .111 Jbm. [is] ©wr 

[2 4] #3«^-hfB [3] Jbm [6] ©Vvf^a>fcfBg&©>fb<g^ -£©2g^fi<Ki: 

nmis*izm&it.)tt<D%mmwreibz>, ±m 123] j^owi^m 

[2 5] #3»^«s_LSa [7] #S [10] ©V^tb^^fB*©^^ ^©3£^ 
Idfp^E^tbS^fe^^^tt^fcS, ±|B [2 3] lEgc©#ffite?j^io 

[2 6] W^^_hfE [11] [18] ©V^-ftt^^fBi4©^^ N -^©lii^ 
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[27] m(Ditmmm£mmt<Dffim<Dtz.*b<D±m [23] #m [26] ©wma* 

[2 8] fa<Df?m&ffl&m&&jJA'l'V&Ms lf^5^D«SI N t^^yKfi, & 

[2 9] #M^m#^^Sco_b|B [ 1 ] 7bm [18] C9V>-ftt^|B^jb^s 
[3 0] m^lcfi^tLSffite^ ^£fc#£UT_b|B [1] 75^ [18] OWf 
[3 1] ^9Mftft±M [3] 75^ [6] ©V^Tftj&^fB^^bg^, ^(DM^mc 

wmtsn%m.izfcfe^<Dy£!m'Bifa-vhz>, jlie [3 0] mm^/v^^^m^ 

[3 2] Wg&J&W-hfe [7] 75^ [1 0] (DV^-rtb^^fBgc^^. ^(DM^ 

[33] ^fifc^_hBB [1 11 Tim. [is] ov^tL^weio©^^ ^©i^ 

^j^fF^^^s^fcf^o^^w^feSs -Lib [30] mm^x^v^m 
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[3 4] *A'isVJ»&.&mt&tfi s ft<0 I C m imK MP 4 5 0 <DfB! ! &fem<D I 

[35] *n^i7*&mmt&mm<D i c 50 \m\ mmm? 450 <Dum^m<o 1 

C 50 1 0 Of§^_hT-feS_h|B [3 4] fBgc^/I^^^^^go 
[3 6] ftif^*P4 5 0^CYP2D6-t?feS_bfB [3 4] fB^^/^^ 

[3 7] WiP 4 5 0 d^C YP 2 D 6 T'fc5±|B [3 5] 3B«<JD#/l^?^2§E 

[38] A^#3£Jfctfs£§© i c 50 HC«S 0.1 A MUTX-h , /^oftS» 

[39] # A~>- £7 A^#:^;^cr) i c 50 o . 1^ M^T^fe 9 , ^oftStfgl 
iCYP2D6©atf^©I C 50 fff^i O^M^l^S, _bfB [3 8] fB*cC9# 

[4 0] ^/^^^S^^C^ifB [30] Jbm [3 3] ©V^ft^fclBife©* 
^V^Agt^l-e$)5, _h|E [3 4] JbW. 13 71 (D^T*lfafcWm(D%^> 

[4 1] I^W^tlSfift^ ^J$^LT_hfB [1] [18] CDV^ 

PTH^ftia 

[4 2] ^^^|t^3BM6C9V^^^Z:|B«(7)-f^^ ^3£^$J^fF<#£ 
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[4 3] ^r^^_h=B [ 7 ] jtgs [io] <DV>TM>frmft<Dtt&V!J^ ^|jg^ 
fc^S^S^fett-t^MS^Jgttfr^feS, _hfB [4 1 ] IE«<DP TH#MBM> 

[4 4] ^W^-hfS [ii] 75^ [i 8 ] <D\,^-ftifr\zWM<D4k&m, *:<Dm& 

^f;H, ^y^f;^ t e r t -y^/vm, ^>^/v>m, ^fy^yf/H N t e 
r t — ^^SXte^^/V^tfS^ff 0^L<f^^/k* s 7° 
a t>I s 4 y^n tvvSs r/^yi^. y^A&Btxtt e r t -^/^^feS 

wen. § c j_ 4 T/w^/i-s-e 5 o 

i/m^®-m.m » r^^vs** u*©«feM $^u§ & ^ ^ 

5vi^ *J>7;vjrn. y ?Vi^ N h y y/v^ru y ?vi^ ^pp^ ^pp^ 
f-zum^ hV # v ta y ^yv^ y ta^-y ^;vS N ^p^t y b y t/o ^e-y ^ 

a— e?3 — Ky^/v-S, h y 3—Ky^A-Ss 2-y/i^orc^- 

2 , 2 - ^y/^n ^/]^ 2 , 2 , 2 - hV y/V^rn^;V^ 
ox ^Ss 2, 2—i?#uu^<?A'^ 2, 2, 2— hV ^POif/H, 2-7* 
P*J^Vl^ 2, 2, 2, 3- 

^pp^ xfrrnxn 4-?viu ^/umm&mf^ths l < & y y/i^-n y 
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r t K p * c M r *>*c/vmi t fis fttrfa r c M t/i^/vSj ^zKBfeS^safe u 

V ^ 7^3k l - e K p 3f vxf/H, 1-tFo ^^7° 
p 2-tFP Sris-yu \f/vm, 3-tKn^f MA>&^ 2 - 1 Kp^^ 

- 1 - * f/Vxf;vS, 1 — t FP^r ^f/H, 2 — t K p 3r v^gV^S. 3 — t 
Fp ^i//f/WS, 4 — t Fp 3?*s~7?-As&s 3 — t Fo ^ri/— 2 — *$~jV-?vl \?/V 
10 2-tKP^-l, 1 - ^Ao^/Wg, 5-tFn^ S^y^iSXtt 6 

-t Kn"^V^VA«P^rf fe^ 0^U<fifc Ko^f/H, 2-tFP 
Vxt/l^ 3-tFo ^rv^P 4 — fc Fp ^ri^^vVga* fe'S^S 

t KP=¥^-C 1 _ 4 T/^= 3 r/^'Trfe§o 

P^^Ss ^b^^XSs t e r t -^h^I, -O^A-^^^ t e r t — ^ 

$/S, 7 p p^v'^ s /fyyp^s, ^h^SXfite'r t-r/h^s^a>e> 
20 r/NPC„7^3^^ij itriB rc M 7/^^^Sj k: i xr±-ttt£Ui(b^N 

^ F^VS, ^ /M-p h ^ vg, f y ^/V^-n ^ h ^^S, ^ p P ;* h 

25 7^ h^v^Ss F';7'P^ F^v^Ss 3— F7 h^f^E i^a— F^b^r^S^ by 
3-F7 2-7/^P^b^fV^ 2, 2— ^/^P^F^^^ 2, 

2, 2— F U 7/V^-P^ 2-^ppxF^tv'Ss 2, 

2, 2, 2-Fi)^PP3:F^I, 2-r/P^cF^v^ 2, 2-S^P 
Jtaih^aSs 2, 2, 2-hy^P^E-^F^V^ 3-^PP7°P^>'lXS4 
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b df-^cO/N n C ,_ 2 T ?V~=i df 9 N #(21^4 b < tt b P ^/V 

rc„7;vndf^-c H m;Hj ffjfB rc M TA"^^36j \zMm rc^ 

M&fcfy b^y^/v-S. ^b^rv-y^V^ ^d^^^/ng^ ^ 

f^S> 1 b df iy^f-z^m, 2 - y b S-o^/i^ 2 —at b df S^cn^yi^k, 1 
10 - y b df-^n \?/Vm, 1 b df v-^a tV^Ss 2 - y b df tVH, 2-^n 

bdf^n 3-y h*iS?n tWS, 3 b dfi^ta fc°A^ 2-yb=*f 

V- 1 -y l -t< b **S?<?~fVg^ 1 —at b df-iy^^S. 2 -y b 

df ^/f/H, 2 - b dr v^^/l^ 3 - y b 3f U^/V^ 3 - ^ b df ^r/^vv 
^ 4 - y b *r 4 b df v^^Vl^ 3 - y b df v-- 2 — y ^/V^ 9 n 

1 5 tVH, 2 - y b dr >>- 1 , 1 - Wcc^vl^ 2 b df >>- 1 , 1 - ^ ^ 
;Vxf;l,S, 5-^ bdr^^^/v^X«6-^ b^-^^df-^^^s^f fe ^ s 
3; b < f^y b df->^ ^/V*. ^ b df ^Vl^ xtfdf-^y ^Vl^ s b df- ^ 

2 -y b dr-^rn^/^ 3 b^v/^n H°/\-mRXf4 -y b ^v^^/VS/^ 
^3lf^5 C M T/^=i df- c M T/l-df/i^-e& & 0 
20 rc H 7;Wa^i/-^tovSj fcfc^ C^T/V-^df-vgp^lfjfE rc M T/^=tdf 
V-^J ^ UfcT/l-=f df-cy-^^-^^^ #!j?U;£y . b df-v^/Vtf?-/!^ ou 
b^rVOfr/V^/^ 7 s d /1fdf-v-^77^- 7 vSs ^y^n^df-^/v^-/^ ^ 
dr v-#/l//Jwl^ N -fy^h^^/l/feU, t e r t b 

yyu /Kdf ~? b ter,t-7b df 

/V-S/^ olf^tt <5 C M 7VV a df is- ft ;Vy$~/vmX*h 5 0 

rc^T^df-^VT^ fulB rc^T/Vdf-A^j ^T$/S{<:»^bfcT 

/vdf-/vT ^ y m&m u $i;My 9v>r $;i s ^;m, 7D.fcW7 ^/s, 
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-r y t>r $ y ^ N y^y^r ^i, ^ y ^/vr ^ys, t e r t -ttflsr 
^/I, ^sT-flsT ^/m, -f v^s^jvt ^yS, t e r t -^yf^T 5 y Sx 
tt^^r 5 y *k 0* u < «y fvvr 5 y & j^a-t 5 y & y 

a fcVi-T y y°n tvi^r ? y y^/v-T 5 / * N yf^r 5: y 
5 t e r t - -7*f-;v7 % y m& &mt£tiz> c !_ 4 y/v^/vy s: y x^?&> 5 „ 

rt? (c H r;v^) r^y^j ir« s T^yfeifriB rc^r^^vsj as 2* 

& Lfc %?Y?v*r?VY ^/MtU T;^;vS©tIlj:^ otUv\ #| x_ fc£i?y 

^vt-r 5 y 3i^vy f;vr ^yg, **n^ypr ^yl, y ^/vy°n mast ^yxy 
x^vyptvvT^y^ tf/iyr^ yl, ^y/Pt>7^yi N ^rf^-iv 
10 y£ ' >v yy^/vT^/m, 9 S- 1 e r t -yw$ys v 

y^ ^y^;v7^ys, ^-te r t -^y w y ixs^^r w 
$.y£&&mft>ti, 0*b< tt^w^ys, i?xf;v7?ys> ^ntyv 
T^ys, ^y/Pt>75yl, ^w^ys, ^ y^/wr^yasxH: 

v?- t e r t -r/^vKTS yS^&l!lil5v?C H 7^W^yST^5 0 
15 rs? (C^TVV^/v) 7?y^;v^;Hj £ B\ Y % y ^^-/vS^tulS l"c 

SlJ^ot & J: v \ M&fc^y ^viyr ^ y y7/V/jwi^ m^wy f;v7 ^ y 
5j?n^S> ^z^f-AST 3 y ^/vtf^/v-^ y ^/vy°n t>75 y #/vtf;:=vi^ s jx.^ 
/K7°n f/l^T 3 y tW73 J #/V7$^/vm, *M y t';V7 

20 3 y V-ff/VY 5: y S^f y 7^/l/7 5 y 

v?- t e r t -r/^VKT ^ S#A>tf~A&> S^V^VVT % y y 
^yf-^^y^^feU, v 5 - t e r t --<y^7 5 y ^^^^;vSX«^ 
^✓vKT 3 y #/v^/««s#tf fcfrk b < tei^y ^vKT 3 y 
S^x^/pr ^ y -y>yn tvvr ^ y y /o t°/VT 3 

25 y#Atf?=^ak &zf?~A'T%J%A*$^n'1L. *M y^;P7 5y^;^-/HX 
tt$?-t e r t -^t^r 5 y (C w 7/^/V) 7^y 

rc H 7y;Hj ^^ciy^M7i@or/^y-r/vs s r/i^y-fA^xra 
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5 rc t _ 7 T ? 7 T (D&mWc&itF& b < ft 1 ~ 7 . J; *9 b 

?>„ r^Aflsitm ttfffB rc„r^Sj -cM^uytfceo^rf S>*b5 0 

rc„^n7/^;vSj M3^3#S6^©^T/i^/v^£3tU Mx. 

15 ^ ta ^V^vVfi^GD C 3 _ 6 n TA-*r/vmX*fo V „ £ «9 * b < P tf/^S 

XteiSi? p^/vS*t?S> 9 ^ #5-0* b< tef^ p tVxS-efcSo 

l-^n^vi^ 2-^/1'- 1 -^P^—yl^ TJJ/VX, 1 —zfT~?V 
2-77^Sv 3-7t^S, 2-^^— 3- 

20 ^^-/i^ 4 i^^/wafeXttS-^ ^-/vS^^if kfrk #*b<Wctr 

r,C H 7;v^vylj ia«iM4fl,'»tU<ttiM3.0, 
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ca 



— V^SSr^U #!l;tk£tf~iv:/S, l-^n^^v^S. l 

>f 5: S * ^vV£. -fcAs^jvyxs^zf-fV^ 7-fef;l^7^;xf;vS, 7°P2t°^- 
=:;V7^/xf;H s ^ JJ /VT $ / 3^/1^ fcV^^;I.7$yxf;^ jftfl,* 

?vr % / 7°p tVH, Tir^VVT ^//p tVH, :t°p \f^/vr. ^yyn 

:7° p tT^-si/i/T ^ / 7* ^ y tVT ^ / ^ yf/H % tv^ p ;V7 5 / ^ ^ 

7 •^f/i^ z?*f- y /VT ^ / ^r>yv-£ N tv-^p^/PT 5 7 ^^^/H^©7;w* 
^yyV^^T'ntv^ ^yyV;P7^y7Y;^ ^/-f;v7^y 
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WiH7x^;H, Tl/ h9^ /^X«l^:7^~/1^ 

x=;v^;wS, 7x^7nt>S, 7s=;Xyf;v£, 7a=.yWv.^p->vi^6 N 

Efe&. !)x=f|fcte % Va^il, IS^m, ^^Hi^ ^W^BfcS, /v-Sfc 
^ ^^^/^^BfeiftN ^J^vx/i^^gfe^ p-f/i^^/i^^^xteT 

; ^ ^ >\ v 5 ^ ^ >\ ai^vKT % >\ S*r^/VT % >\ h U a^/v 

T5>\ hPx^/-;V75^ f y xfc Kn^f/V7^/^^y, ^^n^ 

v^shm, ^MJS^ifu ^yi?^^ ^v-^A^fc^. WJciSBftiSXtt^- 
^^T^•/^^T^#cola#^cl^X««4 J ^*5V^T, ^^fb-S^&a^ T/v^~ 
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©^*WWfc#frS##©iSV^^«£ UT, CYP2C9, CYP2D6, CYP 
3A4*J#»ffetbSo' 

T MS*CY P 2 D 6 ©RWtfMB© I C 50 «J #K*H#tf>KS*0!l 4 fcSB«£ 

i c 50 »s N ftffisgfcc y p 2 d 6 ©RWffsjs© I 

CjiffOl OffiP^_hj % r*/^^AgfMM©I C 50 f£^ N fti^CYP 2D 
6©|a#^©l C 60 <fit©l 0 OfgR-hJ -hIB r*;l/$/?A®6^;^o 

I C so fil:j rftigiCYP2D6 ©RWffMf (0 I C B0 fHLl WbTllflLfcfg 
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rrmmmcY p 2 d e hmm^mto 1 c 50 ^ 1 0 M mellj, rf^ws*c y p 

^ffsffi© I C 50 {[fj ^Jjvtfft 10/* M^_h N 1 ^M^±-efc§ -i-c*5. 

( 1 ) -vm&hzfc&toi^ m* fflz-ttft^mnfr, 

(1) ^$tt§^^^*5V^T, 
R 1 W\ ^ b < Wsfclfclk C j_4 7;vn df^3£T?$> t) s <£ 9£F^ b< razkgfeg, ^ h 

# - /VT $;S),AnC M T /u^m (mzfrt- b < > y n ^/«) % 

C H 7W^-C M 7/^;H (#»z:»*b<ttC M T/^/i>^/Paff 
^75/-C H 7;^;H), C M T/^>3£ (4$fc#* b< «C W 
C^7;^=;H, c H 7;V3:3r^-^;w#-;H N ^ (C^TVV^) 7 (# 

R 2 ^R 3 ^-^^ oT rc^Vi/^^^^-t-S 0 R 2 £bT, <k«3#£L<fcbfc 
^n^V^ N 75 /i, C H 7W^^ apc h 7/^S, C M 7 • 
/Va^r^-if^^H, C H 7/^^^ apc h 7/^^^ C M 7^^ 
tKp^fi/-c H 7;^/H, (C H 7/v^) T^7S*fc«^hnSl?fe 
5 s * b L<liC H T/^vm-Vh 5 , b < » C j_4 7VMr/v2E-efc 3 0 
R 3 1 LT^^ b < ^TKlff JlC^fc 5 0 

0*b< tt-C = C-Xtt-C = N--ca>!3 % 4&K:#£L< «-C = C-T? 

X 2 te N 0^b<f*-C = C--T?fet9 > 

Z« N #*b<tt-S-, -SO-, -S0 2 - - (CH 2 ) ml -0-, -O- (CH 
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2 ) - (CH 2 ) ,-NH- -NH- (CH 2 ) ^ - (CH 2 ) m3 -N (CH 3 ) 

-N (CH 3 ) - (CH 2 ) m3 -, C H 7;V^V^|fc|j:C H 7^vyefc!), 
mis m2^m3«s ^fh^fb, & ^ b< OXS 1 ^ „ 

R 6 ^R 7 «^T-CH=CH-CH=CH-Mt5o R 6 fcR 7 ^ 
R 6 WR 7 «, 
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X J #\ -C = C-^fc«-C=N-T?fcf9, 
X 2 ^, -C = C-T?fe9> 

-S-, -SO- -SO r> - (CH 2 ) ml -0-, -O- (CH 2 ) Bl - S - 
5 (CH 2 ) -NH- (CH 2 ) - (CH 2 ) ^-N (CH 3 ) -N (C 

H 3 ) - (CH 2 ) m3 - s C^T/^l/^S^fc^C^T^-i/^Tfe^, 

10 l-efc!9, 

-CH=CH-CH=CH-«t§if^L<, tfn?fc 

20 n^^-C H 7;v«, C H 7;^;Vi, C H 7;^^I, C H T;^^i,-^ 

Z^_ s _ s -SO- -S0 2 - - (CH 2 ) ral -0-, -O- (CH 2 ) ai - s - (C 
25 H 2 ) ,-NH-, -NH- (CH 2 ) - (CH 2 ) m3 -N (CH 3 ) -N (CH 3 ) 

- (ch 2 ) n3 - s c H 7/^i/yi (^-^^i/^fcf^^i/^) 4fdic H 7;v 

ml, m2:£J;tKm3#\ 0Xtel-e£>9 
R 4 #\ C H 7/V«t«^^/nk>I, #tC H T^^;H 
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P & i -e&> 9 . 

Y#k J^*®^^^^ 

10 ■ 

15 x 1 ^, -c=c--efe*K 
x 2 #\ -c=c--efc*K 

-S- -SO- -S0 2 - - (CH 2 ) nl -0-, -O- (CH 2 ) a - N - 
CH r NH- -NH-CH r , -N (CH^ *<f- V^t**> 0 > 

20 r 4 #\ ^^vat^fcri^w^o 

^SVM«nR 6 iR 7 ^-"il^ot-CH = CH-CH=CH-«t5l 
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X x #\ -C = C--??fei9, 

x 2 ^ % -c=c--c*>!!K 

5 -S-, -SO- -S0 2 - - (CH 2 ) al -0-> -O- (CH 2 ) - 

CH 2 -NH- -NH-CH,-, -N (CH 3 ) ^^VV^fctttTs. V>"T?*>t)^ 

R^STK^^-efc^, 
10 . p a* i «9 , 

R\ R 7 ^R 8 ^, ^-Ifctt^oT, **l^fr*&JI§W\ AP^VJ^f 
3fctK-3% ^ItjPlv^h C H 7;v^;H (*H^5vvS) -T?&>5£\ fcSV^S^t* 
5R 6 iR 7 ^-i{u^oT-CH=CH-CH=CH-»t5lMft UV\ 

15 &mm\Z.%kZ>—m& (1) T^£;fr5fcl^^#5^T, n^ 0 <©#^ 
R 1 ^ TK^^fc^C^T^^drv-S-e^^, 

20 :7^~/i^ N ^^/i^ i? (C^T/^;v) T5l/^fc{fe bDSt^5^\ 

& s v > ft r 2 h r 3 $t ^otxfk -ym&m®. U 

X 1 ^ -C = C-^fc^-C=N--C'^D, 

25 R 5 ^7KiH l!C^--??& «9 N 
p #S 1 9 , 

R 6 , R 7 ^I^R 8 ^ S ^-XlWiot, ^tb^TKi^^, 7sn^^^ N C^T/V 
3; tcit C j_g T^=i i/*t?fc S d\ £ V R 6 £ R 7 Jjttj: j&o T 
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-CH=CH-CH=CH-^^-f5m^W*b<, tpTh 

10 X 1 ^ -C = C-^/c«-C=N--c^«9 N 

R^M^C^M, 
15 piHT'fe'?, 

R<\ R 7 RZPR s t>K IrI— ^fcfi^oT, ^;TL^l7j<ifj]fH\ /Ma^^ (#^1 
5R 6 tR 7 rt^ot-CH = CH-CH=CH- Sr^l" 5 Hm&&tZ 

20 LV\ 

*fcv *3&0ifc>fi&5— (1) T^£tl£{i^^':&vvr s n^o<D#^, $J£. 

r 1 ^ Tm^r^c^T/v^^m (0*u<^ h^aa ~eM> 
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X 1 ^ -C = C-£fcte-C=N--t?fci? N 

10 R\ R 7 RXfR 8 f)K MBlJioTx *h/«K/3k£If£3\ ap^>^ (0^U< 
^-^/ioT-CH = CH-CH=CH-^t^W^MJtt< > ^T?^ 

5 V ^ R 2 i: R 3 flS— mfc ft o 1/ ^=3r ^S^ffM U 
X X ^ N -c = C-^fc^-C = N--efe«9s 
X 2 ^ s -C = C-T?&i9 s 

25 R 4 #\ ^^/WS^7tf5-iX^P^ B P tVW-S-Cfe^. 
R 5 ^7Kmjg^&*> s 
p ^ i »9 , 

y^ n ^^-efe(9, 
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SfHC^\ 7yigf), C H 7;^;vl ^TMC^T/u^^m (# 

*5SK^S-iK^ (1) (Dfc-frm*. (1' ) 




1 — 1 

2' - [1- [(2R) -3-[ [1- {a-7jV$ru-4-*<?As7 ; =*~/V) -2 
-^^/I/^ d p^^-2-^/V]T^/] - 2 - 1 ^r^/P JK^V] -3- 
* f;H;*7x=;V- 4 — ^A-sJ^Sfe 
1-2 

2' - [1- C(2R) -3-[ [1- (4-^PP-3-7;VtP7x^) -2 
— (MT^/l -2-fc Kp^p^V] ^^/V] -3- 
^ ^vnf ^^n/ix- 4 -#/i^Vg| 
1-3 

2' - [1- C(2R) -3-[ [1- (3-^uu-4-^^/Uy^=./U) -2- 
^^/^oxnV- 2— T/V]T^ /] -2-fc Ko^V^n^afi/] 3t^/V] -^3-^ 
f-;V\^7 =^^~?V— 4 — #/l^V@£ 
1-4 

2' - [1- C(2R) -3-C [1- (4-7PP-3-^f/V7x^) -2- 
^^/^n^^-2-^/v]T^ /] - 2-t Ko^i/^n/^v/] ^5vl-] -3-^ 
f;Hf7x^- 4 — ^/M^Bfc 
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1-5 

2' - [1- [(2R) -3~[ Cl- (2, 3-%?7^%-V-4:-*^sV7*z~/V>) 

- 2-^^-/^X2^-2-4 MTX/l -2-t FP^yp^V] ^/k] - 
3 -7^^t*:7^— /V-4-#/M?^ 

5 1-6 

2' - [1- C(2R) -3-C [1- (4-^P-2-7;Vtn7x^;V) -2 

- * f;^P/^- 2 — f^]7^y] - 2-tKn ^ri^f* jflsfriT] i^/l/] - 3 - 
^ f;Hf7x^;V- 4 — ^A'J^^ife 

1-7 

10 2' - [1- C(2R) -3-C Cl- (2-7/1^13-4-7^^:7^— /V) -2 
-^f;V7P^y- 2 — f;H7^y] -2-t Kp ^V^natf^ST] rt^] - 3 - 
y *3-;v\f7 ^~)V— 4 — # A^I^H 
1-8 

2' - [1- C(2R) -3-C.Cl- (4 -xf 3 -7;^P 7i^) -2 
15 -^f;v7P^y-2--f;v-]7 5;] - 2-t Kp Sri^rAa jj?3F~>] aifVi/J - 3- 

1 — 9 

3-7^^/^-2' - Cl - C(2R) -3-C Cl- -2 

- 2-4 ;v]y * 7] - 2-t Kp^T'p^v'] \fy^ 
20 ~;v— 5 

1-10 

2' - Cl- C(2R) -3-C Cl - (^7^V>f—2-yfAf) - 2 -7* ^Vl^P* 
2-' f;V]7 5 7] -2-t Kia^^n^^^] rc^/v] tf^^^/V- 3,. 5 

25 1 - 1 1 

2* - [(^P7ntvi/) C(2R) -3-C Cl- (t7^vy-2-^f;v) -2 
- t< f^P/<y- 2 — - f /V]T ^ 7 ] -2-tKn ^v-T"* 7* - 3 - 

7* f;vt'7x-;v- 4 — #/i-tftVS£ 

1-1 2 S 1-13 
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2' - [1- [(2R) - 3 -[ [1- (■}-7?U>'-2-4^) -2— ^^vl^o 
s< V- 2 — f M T 5: y ] - 2 - fc F u 3c->yu ^)V\ — 3 - ;* ^VVtT7 ^ 

1-14 

5 2' - [(^pyPt» C(2R) -3 -[ [1- (3 -7/1^13- 4 -,*^VK7 
oi^/V) - 2 - ^ f /wyo/^- 2 -^/H 7 ^ ] - 2 - 1 Kn.ap-V^a^^V] ^ 
^VV] — 3 — 7* f;Hf 7;n— /V— 4 — ^/^^^ 
1-15,1-16 

2' - [1- C(2R) -3-[ [1- (3-7;l^n-4-;*^7K7^— /V) -2 
10 <MT^yl - 2-fc Ku^S^n^V] ^/Kl -3- 

1 -1 7 

2' - [1- [(2R) -3-[ [1- (3-7^to i -4-^Wx=A') -2 
-^^/V7 D n^>'-2 — f;i/]T57] -2-fc Kn^7n^i7] j^/k] -3- 
15 ^Vvtf7^^/l— 5 -^A^VS! 

1- 18 

2' - [(^^n^ta tf/V) [(2R) - 3 — [ [1- (4-^PP-2-7;VtP7 
^^/V) -2-^^/^t3^^-2— r/>]7^y] -2-fc Kn^^7 s n^drv'] ^ 
<^VV] — 3 — ^Wfc*7;n— /V- 4 — ^A-S^ife 
20 1 — 19 

2' - [(^o7PtV^ C(2R) -3-C [1— (4-^03-3-7^7 
^=^/V) -2-y^7 p n/N 0 ^-2-^7^]r$y] —2-fc Kn^f^o^^] * 
^VVQ — 3— ^^/Vtr7^c=/V— 4— ^/v^^fife 
1 — 2 0 

25 2' - [1- C(2R) - 3 -[ [1- (3-7/^n-4-^ h^i^^rvV) - 

2- ^^-/v7 > tt^°i/-2-^/V]T5:7] - 2-fc Kn^ia^] az^/ix] -3 
- p< If 7 a 4 - # ^gfe 

1-2 1 

3-7^/1—2' - [1- [(2R) -3-C [1- (3, 4-^^Wxc=/l/) 
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- 2-^^;v^xx^-2-A )V\T^ S] -2-t Kn^^n^^] t* 
1-2 2 

2' - [1- [(2R) -3-[ [1- (4-7^/^:7^— M -2-^^/^P^ 
5 X- 2-4MT^J~\ - 2-tKo ^ri^u ^9VK) - 3 5VV-t*;7 
A- 4 — # 
1-2 3 

2' - [1- C(2R) -3-[ [1- (4-^t2a-3-^ h =3^:7^ —A) -2 
-^^n;^-2-/ f/V]7 57] -2-t Kn^^a^^i/] j^/V] -3- 
10 ^^/l-tr^ar^/^-4-^7/^V^ 
1-2 4 

2' - [1- C(2R) - 3-C [1 - (4-rc^/v^^^/i^) -2-*^;V^xis< 
is— 2 — fA]X^7] - 2-t Kn^V^O/J^v-] s^A] -3-^^Vlf^ai— 
/V-4— #/MJ?>^ 
15 1-25 

2' - [1- [(2R) -3-C [1- (4-^T3n-2, 5-i>7;^P7x^) 
-2-^J-;V^n^4-2-4MT^Jl -2-t Fndr^^n^^i/] ^A] - 
3 ^*Abf ~7x-~}V- 4 
1-2 6 

20 2' - [1- C(2R) -3-C [1- (-)"7jry>-2—>CA') -2-^A^n 
s*ts—2—JA'lT$/] - 2-t Kp^^7°n^^] ^A] —3-^ f^fv-f^ 
:c~A— 4— ^A^^gg 
1-2 7 

2* - [1- [(2R) -3-C Cl- (^-7^1»--2-^/V) 
25 2-^^]75 7] - 2 - 1 Kta **/Zfu ■m*^ J^A] -2-* h 

x =^)v- 4 - >vi$ 

1-28 

2' - [1- C(2R) -3-C Cl- (-f"7# Vis- 2-4 M -2—^^V^fn 
a>-2-^^]7^;] -2-t Kn^v^P/^v-] 3^A] -3 - ( h V 17 A# 
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n * t 7 x. A-io ?Vi$ >m 

1-2 9 

2' - [1- C(2R) -3-[ [1- (2-7/^C2-4-^ >^7x^/l/) - 
2 -^f-jvyn^-y- 2— V MT^ 7] -2-t K^^Ptf?^] ^VR] -3 
5 - ( MJ ^ ^./V) If 7"^—^- 4 

1-3 0 

3 -r^/V- 2 ' - [1- [(2R) ~3-[ [1- (3~y?Ul/-2 — ( /V) -2 
— * ^A&xxstls— 2—J/U]T$;] -2-tKo 3f /J?3^>J oi^/i/] tf 7 * 

• ^/V— 4 - # 
10 1-3 1 

2' - [1- C(2R) -3-[ [1- (3, 4-^PP7i^) -2-**3~?V 
y p n^<>-2-4MT^ - 2-t Fn^^n^^] ^/l/J - 3- ( h V y 
;v^n^^;v) tr :7 m 4 — 7J/i^Vgg 
1-32 

15 2' - [1- [(2R) -3-[ [1- (t7;?Vy-2-/f;U) -2-^5vK7°P 
^-2--f;w]7^7] - 2-t Kn^V7°t2^^^] ^^vv] -3— ry^^tVk 
tf y^^;v- 4 
1-3 3 

3-^5VV-2' - [1- [(2R) - 3 -[ [1- (3-7/VtP-4-^f^7 
20 m~/V) — 2-^/K7W-^- 2-^/V]T ^ -2-t KP^77n*>^] ^ 
^/Kj t'7x=;V- 4-^r/^V^ 
1-3 4 

2' - [1- [(2R) -3-[ [1- (3-7;V^B-4-^f;V7x^) -2 
-^/k^P/^- 2— f/I^T^/] -2-t Ktf ^v^n^v'] rt^V] - 3 - 

25 >r yy°ti tvvtv^^v- 4 -7>^#V^ 

1-3 5 

2 -yuu-Q-[2- Ci- [(2R) -3-[ [l- {^-yy^-2-4 ;v) - 
^/v] t°y i^-3-#/w?>^ 
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1-36 

2' - [1- C(2R) -3-[ [1- (3-7#\sls-2-4A') 
/^~y— 2 — <-f yv]T 5/] -2-t Kp^v^p #?3r>-] ^^/^] - 3 -/n tVi'tf 7 

5 1-3 7 

2, 3-^^-2' - [1- C(2R) -3-[ [1- fry? W-2-^f/V) 
-2-^^/^n^>--2 — f/k]T$/] - 2-t Kn^^n^i^] ^/V] fcT 
7 ai =• 7V— 4 — 

1-38 

10 2' - [1- C(2R) -3-[ [1- (3-7/^13-4-^^7^^/k) -2 
- ^ fvK^n 2 — Y M T $ / ] — 2 — t Kp ^ i/7"P ^^riX] rc^Vi>] — 3 - 
/ot>^7x=;V- 4— ^77V^?>-^ 
1-3 9 

2~^np-6-[2- [1- C(2R) — 3-[ [1- ( 3 —y/V^rn - 4 — ^ ^vV 
15 ^—/v) -2-^ f;^]7^;] -2-t Kn^^P/K^] 

^/Kl y^^/H try i?^— 3 -^A-^II 
1-4 0 

3, 2' - [1- [(2R) -3-[ [1- 
-2-^Wp^V-2-^1']7 5 /] - 2-t Kn^^nzK^v"] ^/I/J if 

20 7^~/V~4 — #/V^VSI 
1-4 1 

2- [1- [(2R) -3-[ [1- 2-' -2-* s f-?V?Xis< 

y-2--f^]7^;] -2— t KP^i/^P^i/] ^^-/V] — m— "7VK7;n~/l'— 
4' -X/Utf^M ' 
25 1-4 2 

2' - [1- [(2R) -3— [ [1- (3-7;^P-4-^^/V7x= /V) -2 
-^^•/V7°n^X-2-^/^]T^7] -2-tFP^77n^7] j^K) -2, 
3 —i?* f/V^7x-/P- 4 -^/^V^ 
1-4 3 
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2' - [1- [(2R) -3-C [1- (3-^/V^-n-4-^^^^-/v) -2 
-y^/K^n/^- 2-y/V]T^ 7] ^^V] -3, 

1-4 4 

5 4- (tKp^f;v) -2' - [l- [(2R) -3-[ [l- (1-7#uy- 

— 2 — y *f-)V~fxi/<y— 2 — f 7V]T 5. 7] -2-t Kn^vyta^drV] 

1-4 5 

3-^fy^-2' - [1- [(2R) -3-[ [1- (t7^V;y-2-/f;V) 
10 -2-^^7°P^^-2-^/^]T5:/] — 2-fc Kta^T'n^v'J^/V] fcT 
7 ^ ^/k- 4 - 
1-4 6 

2* - [1- CC2R) - 3-[ [1- (2>--7;V$-U — 4-*J-?V7^~M -2 
-^^-;vzfn/<y-2 — f;V]T^;] -2 — fc Ko ^s^fn iS^I — 3- 

15 y y y^/v tr 7^ ^>i>- 4 - # y Wt 

1-4 7 

2' - [1- C(2R) -3-[ [1 - ( 3 -7/Vtn - 4 - ^ f /V7x=;W) —2 

- y wnAV- 2 — -f/ki r ^ y ] - 2 - 1 kp ^ ^syi ^^yyi - 4 - 

20 1 — 4 8 

2' - [1— [(2R) -3.-C C.l- (3 -^/V^t2-4-y^/V-y^^/V) -2 
-y^VK/n/^- 2 — f;v]7 5/ ] — 2 — fc Kd^7d^>] ^^/U] — 3- 

(2— y ^vv- 1 -7p^;v) ify^^/v— 4— ^7/v^y^ 

1-49 

25 2' - [1- [(2R) -3-C [1- (t7^1/y-2-^/I^) -2-^f^7a 
^y-2-y*^]T$y] -2-t Kn^^P/K^] J^/v] -3-fc Kn^i^tr 
7 sc c^/v- 4-37 /V/j? vBI 
1-50 

2' - [1- [(2R) —3-C Cl- (3 -y/^D-4-y^/Vycn^/W -2 

62 



WO 2004/094362 PCT/JP2004/005886 

-^^;l/7'nA>-2-^]7^;] - 2 - t KcSf^n^v'] ac^vv] -3- 

tKP^> t*!7 =7V— 4 — #/MJ? i/gg 

1-5 1 

3-^^-2' — [1- [(2R) -3-[ [1- (4-^PP-3-7/l/tn7 
cn^/W) - 2-^^7"t3/N°^-2 — <MT^J~\ -2-t Kn^S^nstf^X] 3; 

1-52 

2' - [1- [(2R) -3-[ [1- (4-7nn-3-7;Pto7x-;k) -2 
-^^/^p 2— Y/V]T^y] - 2-t KndK^utfdH/] a^/i/J - 3- 

y ^°ta a 4 - #/l^ ^ 

1-53 

2* - [1- [(2R) -3-[ [1- (3-^/^13-4-^^7^^=^) -2 
-^^/^°a/N°^-2-^/V]T^/] - 2-t KPdf^n^] :t^vl/] - 3- 

(i-^f;v7°pt» tr^^^/v-4 -^/v^V^ 

1-54 

2- ^^/V-2' - [1- [(2R) -3-[ [1- (^-7^U^-2-^jV) -2 
1-5 5 

3- ^^/V-2' - [1- C(2R) -3-[ [1- (*r-7?uz/-2-' < }V) -2 
-^^vK7°ia.K^-2— i>V\T%J~\ - 2-t KP^r^y.n^^i/] oc^VV] t*!7cc 

1- 5 6 

4- 7/^0-2' - [1-.[(2R) -3-[ [1- (-7-^^1/^-2-^/1.) - 

2- ^7K7 0 n/-^-2 — f^T^Jl - 2-t Kndf>>7°in^dr<y] tf7 

o^/P— 3 — Jj/U7$^m 
1-57 

2' - [1- [(2R) - 3-[ [1- (3, 4-^PP7x^) -2-*<f-/V 
•?u;^-2 — f/^]T5/] - 2-t Kndr^n^ari/] :3c=p,i/] _2-^=M^tr 
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-7 ^ =^)\y~ 4 — # l/W. 

1- 58 

6-7/U&U-2' - [1- [(2R) -3-[ [1- (1-7?Ul/-2-^M - 

2- ^^-/V^i3^i/-2-^/V]T5: /] -2-t Kn=^v'^ 0 n^driy] =c^;V\ If 7 
5 3 —jJjV^sW. 

1-5 9 

3-^/^n-2' - [1- C(2R) - 3 -[ [1- (-}"7pUl/-2 — f/V) - 
2 - ^ Wo^y- 2 -'f /H7 5 ;] - 2-t Knde^r/n/Jfdrv'] ^?VK] tf!7 

10 1-6 0 

2' - [1- C(2R) - 3-C [1- (3-?nw7^^;v) - 2 -p< 9VK7°n^ 
^-2-^/V]T^/] -2-t Fo^-^o^v'] ^/V] -3-^W7x^ 
/^-4-^7/^V^ 
1-61 

15 2' - [1- [(2R) -3-[ [1- (3, 4-^PP7x^) 

7°n/<l/-2-- fMT^Jl - 2-t F^V^n^V] mfvV] _ 3 -^^Vvt* 
7 at 4 - # >Vi$ >m 

1-6 2 

2-7?VjTX2-2' - [1- [(2R) -3-[ [1- tf-7?Ul/-2-4^) ' — 

20 2-^r/v]T5: /] - 2-t Kp^n*^] ^/v] t^ 

^^k-4-^/P^V^ 
1-63 

2' - [(i/^tt^n tVk) [(2R) -3-[ [1- (^-7^1/^-2— T/V) -2 
-^f/V7 , P^y-2-^]T5/] -2-t Kti5r^Pi^3rV] ^^JV] - 3 - 
25 ^;Hf7x^V-4-^/^>i 
1 - 6 4 

2' - [(i/^P7°PtVl/) C(2R) -3 — [ [1- -2 — f/V) -2 

-^^/V7°n^X-2 — f/k]T^/] -2-t Ko^^U/^^r^] ^^"^3 -3- 
7;VOrn \f7^^;V— 4 -#/l^V^ 
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1-6 5 

2' - [(i/^n^ntf/V) [(2R) -3-[ [1- V^- 2 — (7V) -2 

(MT^Sl -2-t Kt2^ri/7°o/K^->] ^^/v] -2- 

5 1-6 6 

2'. - [(>>^t27°n t7V) [(2R) -3-[ [1- — i ;V) -2 
-^^/W^°ay?>--2-^ryV']r5y] -2-t KP^^n^>] ;*5VKl -2 — 
^ ^VV If 7 ^ /l^ ^ 

- 1-67 

10 2' - [1- C(2R) -3-[ [1- (3, 4-^PP7x^/V) 
1-68 

3-^ Rt 2-2' - [1- [(2R) -3-[ [1- 1^-2—fAO -2 

15 — * WPA 0 y- 2 /i-] T 5 / ] - 2-t Kn *%/zfn \fy ^ 

1-69 

2' - [1- [(2R) -3-C [1- (t7^W-2-^fM -2-^/K7°n 
^^-2-^7V]T5 - 2-t Kn^7°n*°^>] -3-^fnlf7x 
20 4— 
1-70 

3-757-2' - [1- C(2R) -3-1 [1- (t7^K/-2-^^) -2 
-^^7p/^-2-^/V]7^] - 2-t Kn^r^P^^v'] ^5Vl7] t^7x 

25 1-7 1 

3- (7tW5 7) -2' - [1- C(2R) -3-[ [1- (^^^V^-2 
-- 'iWO -2-^^/^T3^^-2-^/V]T5/] - 2-t Ktf^v-^n/tf^] ^ 

1-72 
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3-^0 0-2' - [1- [(2R) - 3 -[ [1- (3-7;V^-i3-4-^^;V'7 
rcrvv) - 2-^^A^y°u/<^— 2-^;VlT* /] -2-t Kn^n^^i/] re 

1-7 3 

5 2' - [1- C(2R) -3-[ [1- (3 >^v^-4-^^^^"/l-) -2 
-^^7^n/N°^- 2-^/V]T^7] -2-t Kn^iXr/P^v-] - 3 - 

^ ^/V t y =c ~}V— 4 - # ^ 
1-74 

2, 3-t?t KP-5- [2- [1- [(2R) -3-[ [1- QT7^U>-2- 
10 -T^) -2-^^~/vzfn^<^-2-4MTK/l - 2-t Kn^v^n^V] 

1-75 

2, 6-^^-2' - [1- [(2R) -3-[ [l-,(t7^K/-2-f;l') 
-2-^^/wyt3^^-2-^/^]T5:y] - 2-t pp^n^>y] rc^/i^j t 
15 7^~7V— 4— #/V/^>-gt 
1-76. 

2' - [1- C(2R) - 3 -[ [1- — ^^;V7=c^)V) -2 

-^^/^a^^-2 — f/KlT^ /] -2-t Kn^v^/Jf^] rc^/v] -2, 
6 — i?* J~;v^y 4 — #/V7$i/M 

20 1-7 7 

3- (^W^) -2' - [1- [(2R) -3-[ (t7^^y-2 
-^/V) -2-7«^/^t3^^-2 — f/klT.^y] - 2-t Kpi^V^p^^.cc 
^vW] t^^^;V-4-^7/V-/^V^ 
1-78 

25 2, 3— Fn-5- [2- [1- [(2R) -3-[ [1- (3-7/^13-4 
-^f;l/7x^/V) - 2 ^-/K^n/^- 2 — f /W]T 5 J ] - 2 - 1 Ko^v'/o 

1-7 9 

3 -^^^-2' - [1- C(2R) -3-[ [1- (3-7/^n-4-^^/V 
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7^^/v) -2-*<7~/vyv;<^-2-4sl'lTS.;l -2-t KP^v-yn^^] 
1-8 0 

2' - [1- [(2R) -3-[ [1- (Z-7;Vjrn-4-*<f';V7^/V) -2 
-^Wt3A'y-2-/f;V]7^;] -2-t Kndr^t3^?dr>x] rc^] - 3- 
7< b^^^7^^v-4-^7/V^V^ 
1-81 

2' - [1- [(2R) -3-[ [1- (4-^13 13-2-^/^13 7^^/^) -2 
-^5vK7"t2 2 — f/H7$ /] - 2-t Ko^f^njjf^] ^/U] -3- 

b=3rv-lf7^^/k-4-^/^V^ 
1-82 

2' - [1- [(2R) -3-[ [1- (4-^PP-3-7;^P7i^) -2 
-^f;l/y P /NV-2-^;i/]75y] - 2-t Kn ^>V\ - 3- 
/< fdr->tf7^^/V-4 -^7/^V^ 
1-83 

2' - [1- [(2R) -3-[ [1- (4-^PP-3-7;VtD7x^/V) -2 
-7«^/^i3/-«>'-2 — ■ (MT^yl -2-t K^^v-^n^^r^] ;c^vi/] -2- 

^/V t^ ^ - /V— 4 — #/V# ^gfe 
1-8 4 

2' - [1- [(2R) -3-[ [1- (4-^nn-2-7/V^-t37:cc^:/V) -2 
-^f;v7p^V-2-f^]7^] - 2-t KB^V^n*^] ^;V\ - 2- 

1—85 

4-^^/V— 2' - [1- [(2R) -3 -[ Cl'- fry ?Vl/- 2 — (A>) -2 
-^Wo^y- 2-^;v]7^7] -2-t Kp ^^/v] tV_c 

~/l^- 3 -#/i//FV^ 
1-86 

2' - [1- C(2R) -3-[ [1- (3-7/^13-4-^/1^7^/1/) -2 
-^f;l/Wy-2-^ f/KlT^y] - 2-t Kn^i/^n:^-^] ^^/ix] - 4- 
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^ ^;V\fy^^;^— 3 — iJA^'i/Wt 
1-87. 

2' - [1- C(2R) -3-[ [1- (3, 5-i??VU7^~/V) ~2-^^/V 
yxi/<l/- 2— <?V]T 5: >] -2-fc Ko^^P^i/] ^^Vk] 
5 /V- 4-#/V#^ 

1-8 9 

2* - [1- C(2R) -3-[ [1- (2, -2-7^ 
7V^°t3^^— 2— r7V]T5 7] -2 — t F^^v^n^^] J^/Kl -3— ^^A- 
•• \?y^~/V— 4-#/Wj?^ 
10 1 -9 0 

2' - [1- [(2R) - 3 - [ [ 1 - (5-^nn-2-7;^n-4-^f;V7 
-2-^/V:7 0 n/^-2-^A-]T^y] - 2 -t Kn^rv^^n^^iy] rc 
^vk] — 3— *<F/V}?y^~;V—4 — 
1-91 

15 2'-[l-[(2R)-3-[[l- (3-^nC-2-7/^P^oz— >V) -2 
-p^/K^W^— 2 — f^]7^] -2-fc Kp^ojI?^] — 3- 

1 — 92 

2' -Ci-[(2R) -3-C [i- (3 4 - hV y/v^rn^T/^y 

20 -2-^^/V7 P n/-?^-2— f;V]75 7] — 2 — fc Kp^^p^*/'] ^ 
_ 3 _ ^ tf ^ g. =^;V- 4 - J'fifc , 
1-93 

2' - [1- [(2R) -3-C [1- (5-^PP-3-7/VtP7i=;V) -2 
-^WpaV- 2-^/^7^;] - 2 - t ^W'taStf^XI ^/V] - 3 - 
25 ^ ^/kfc^rn^/V- 4 ~^7/^V^ 
1-9 4 

2' - [1- C(2R) -3 — [ [l- (3, y;v^m^^-/vy^^;v) 
-2-^f-f^yn^iy-2,-^;v\r%/'\ -2-fc Ktadf-^tuK^V] ac^vv] - 
3 — ^f/Hf7s=^- 4 
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1-9 5 

2' - [1- C(2R) — 3 — C C 1 — (4 -j* 3, 5—^ h^ri/Z? ^—Sl-) 

- 2 ^/P^V- 2 -^/V]7 ^ 7 ] -2-t KP^^dTtffP-V] at^/V-] - 
3 — ^^7VtT7^^/V— 4— jft/l^^HH 

5 1-96 

2' - [1- C(2R) -3-[ [1- (3, 5-^P« f^v^^/V) -2-^ 
; v/a/-?y-2-^;HT5y] -2-fc Kp ^^n^^ix] oc^/V]' - 3 — * 

-1-97 

10 2' - [1- C(2R) -3-[ [1- (4-^Pn-3-l'j7;^P^Wx 
-'2-t<^/^^^>'-2 — f;v]7^/] -2-fc Kn^^P^i/] ^ 

— 3 — * ^-^yfv 7V- 4 — #7v#f vai 

1-9 8 

2' - [1- C(2R) -3-C [1- {Z-^sVyfu-A-t^/Vy^/V) -2 
15 ^/KT'p^V- 2 —A 7$/] — 2 — fc Ko^^7°P stf^v-] — 3 - 

t -^f;Hf'7x^;v- 4 — ^A-tf^Bfc 
1-99 

2' - [1- [(2R) -3-[ [1- (4-^n-2-7Mo7i-/V) -2 
-^fA^n/<y-2-^]7^] -2-fc Fn^^/P/f^] - 3- 

20 t - y ^vV If 7 i^/V- 4 - # S^Ife 
1-10 0 

2' - [1- [(2R) - 3 -[ Cl- (4-7PP-3-7/^P7x-;U) -2 

- ;* *3~A>7n;* is- 2 M T % / ] - 2 - fc K n 3r 7jf v-] ^/Kl - 3 - 
t - -f^f-JV tf "7 ^ 4 - # /Vig 

25 1 - 1 0 1 

2' - [1- [(2R) -3-C [1- (3 -~7;VJru- 4- *^/V7 ^~/V) -2 
-^/K/n/^-2-^VV]T^.7] -2-fc Kn^^o/jf^] ^^/V] - 3- 
^ h^5/lf7x^- 4— 
1-10 2 
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2' - [1- C(2R) -3-[ [1- (.Z-7;VOrxi-A-**3-?V'7^ -2 
-*<f-/^us-<>—2-4^T*Jl -2-t Kn^i/^nxjfdri/] - 3- 

^/v?fr V / try ^ =-/v- 4 

1-10 3 

2' - [1- [(2R) - 3 -[ [1- (3-^/^13-4-^^/^^^/^) -2 
-*^/^us<^-2-4si/lT^;l -2 — fc Kn^i^u^v] - 3 — 

1-10 4 

2' - [1- [(2R) -3-[ [1- (3- MJ7;I/tD^f/l/-4-^f;l/7x 
^/V) -2-^^/V7 D n/N°^-2--r/V]T5:y] -2-t Kn stf^ri/] 
/V] - 3 -^f;Vt*7x^/l/- 4 -7J/V#^ 
1-10 6 

2' - [1- [(2R) - 3 -[ [1- (4-^nn-3-7;^P7x^) -2 
-^f;v7n^y-2-^;v]7^;] -2-t Vv^is^vtf*?*/] -3- 

1- 10 7 

2' - [1- [(2R) -3-[ [1- (4-^aP-3-7/^P7x^) -2 
-^Wo/^- 2 — T *>]T ^ > ] - 2 - t: Fn^v'yn^^^x^] - 3 

2- 1 

4- [2- [1- [(2R) -3-C [1- {Z-y/ls-frxi-A-^J-^^^V) 

2-2 

4- [2-. [1- C(2R) -3-[ [1- {3--7;\y^-n-A-^^-;V^^~;V) 
-2-^^/V7'u/<^-2-4^]7^/l -2-t Kp^^/p^v'] ~7 

« J - 3 Y **s&&mSt 
2-3 
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4- [2- [1- [(2R) -3-[ [1- -2-^f-;V 
-fxi/^y- 2-4 MT 5 7] -2-t Kp^s^p#^>] ^/W] 

2-4 

4- [2- [1- [(2R) -3-[ [1- (^- 7 ^i/^_2-^7V) _2-^5VV 
2-5 

4- [2- [1- [(2R) - 3 -[ [1- (3V y ^_3_^ 7V .) _ 2 -^^ 7 ^ 
2-6 

4- [2- [1- C(2R) -3-[ [1- (4-^PP-2-7;^P7^^) 
-2-^^/^n^^-2— (sUjT^yl -2-t Fn^v-^n/jf^v-] ^/l/] 7 

2-7 

4- 12- [1- [(2R) -3 — [ [1- (3-7/^P-4-^f^7x^) 
-2-7^/K7°n^^-2-^Vl/]T5:y] - 2-t Kp ^v^Pt/K^] 7 

2-8 

3- [2- [1- C(2R) -3-[ [1- (3-7/^n-4-^^/V-7^^/U) 
-2-^/K7 p n^;/-2--fVKlT^y] -2-t Kodri/T'n^^i/] ^5VK] 7 

2.-9 

4- [2- [2- [1- [(2R) -3-[ 11- (*r?#l<>l/-2-4M -2- 
2-10 

3- [2- [1- [(2R) -3-[ [1- (^7^V^-2-^/lx) 
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2-11 

4- [2- [2- [1- [(2R) -3-[ [1- (3-:7/^t3-4-^^vK7^ 
5 -2-^Wn/^-2-^;b]T^] -2-t Kn^^n^dfi/] ^ 

2-12 

4- [2- [1- [(2R) - 3 -[ [1- {S-y^n-A-^^/V^zc^/V) 
-2-^^/vyu^-2-^Mr^j^ -2-t Knaf^a^^i/] ^^/w] 7 
10 ^/3r^] -3, 5-^^/l<^S#gft 
2-13 

4- [2- [1- [(2R) -3-[ [1- (4-^0-2-7^71^) 
- 2 ^VK/nA?^- 2 — T/V] T 5 / ] - 2 - t Kta ^vC^ns}?^] cn^/v] 7 
a / ^ri/] - 3 , 5 - ^/l^S#Sfe 
15 2-14 

4- [2- [1- [(2R) -3-[ [1- (^7^Vi/-2— T/V) -2-^A- 
2-15 

20 3- [2- [1- [(2R) -3-[ [1- &-7jnsy-2-*/U>) ~2-*^;V 
2-16 

4- [2- [1- [(2R) -3-[ [1- (^-7^V^-2—f/V) 
2-17 

4- [2- [1- [(2R) -3-[ [1- (^"7^1/^-2 — r/I^) -2-^^/V 
^ 0 /nV-2-^]7^;] - 2-t Kn^i^/taaH^] rc^vi/] 7x=;V^7 
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2-18 

4- [2- [1- [(2R) -3-C [1- -2-*^;V 

7*^-2 — 4MT%S~\ -2-t K^^^n^dr^] 7^-/1^/1^ 

2-19 

4- [[2- [1 — [(2R) -3-[ [1 - {^ry^\y>-2-^;V) -2-^^-;V 
2-2 0 

2- [[2- [1- [(2R) -3-[ [1- ^^u^-2-4^) -2-*^;V 
-fus<i/-2 — f/l/lT^y] -2-t Kn^r^n^^i/] ^^y^^y] y 

2-2 1 

3- [[2- [1- [(2R) -3— [ [1- (^^1/^-2— f/P) -2-^^/V 
2-22 

4- [[2- [1 - [(2R) -3-C [1 - -2-^^ 
2-23 

3- [[2- [1- [(2R) -3-[ [1- {3-7/VJru-4:-*^-/V7^;V) 
-2-^^;Vy°n/^~2-^ ;V]T^ /] -2-t Kp^p^v-] 7 

2-2 4 

4- [[2- [1-.[(2R) -3-[ [1- (3 -7/1^13-4 -y5VK7^~/V) 
-2-^ s f-;V^'n/<>-2—(/V]T^ /] - 2-t Fp^v-^p^^] rn^/i^] 7 
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2-25 

3- 7/U$-n-4- [[2- [1- [(2R) -3-[ [1- (3-:7/M-p-4-^ 
^/V7^~;v) - 2 - ^^/vT'us^- 2 -4 ;V}7 % /] -2-t Ka^>/o^ 

2-26 

4- [[2- [1- C(2R) -3-[ [1- (3-^/V^-n-4-^5^/l^^rn=/V) 
— 2-^^vK7 B t2/^>'-2 — f;l/]T^ /] - 2-t Fn^i/^n^^v^] 37 

2 — 27 

4- [2- [1- C(2R) -3-[ [1- (3-7/V^-t3-4-^^^^^/I^) 

- 3 , 5 - v?^ h^-s>^&#ifc 

2-2 8 

4- [2- [1- C(2R) -3-[ [1- (3-7;Vtn-4-^f;l/7x^;k) 
-2-^5vK7°n^^-2 — (VklT^y] - 2-t Kn^f^n^v'] 3^vi/] 7 
'« / *f-is] -3-— h n^JMIHI 

2-29 

4- [2- [1- C(2R) - 3 - [ [ 1 - (3-:7/l^ia-4-^/K7a^/k) 
-2-^^/vya/N°^-2— • f/klT^y] - 2-t Ko^c!*^^] 7 
a / «*-5/] - 2 h 
2-3 0 

4- [2- [1- [(2R) - 3 - [ [ 1 - (3-7/^n-4-^^7rc^/V) 
-2-^^/V-7 t, n^^-2-^7V]T5:y] - 2-t Kn^S/^o^^] a^l/J 7 

2-3 1 

4- [2- [1- [(2R) - 3-[ [1- (3-^/^o-4-^^P^^-/V) 
-2-^^/v-7°n/N°>'-2--r7V]T^ /] -2-t Kn^i/yo^] cx^vi/J 7 

2-3 2 
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4- [2- [1- [(2R) -3-[ [1- (3-7;^-4-^^/V7xn;l,) 
-2-*=}-;V-?xi/^-1 — f;k]75/J -2-t Kd^7°p*>>>] rc^VlT] :7 

2-3 3 

4- [2- [1- [(2R) -3-[ [1- (3-7/^P-4-^^^d,=/V) 
-2-^^7V^a/N°^-2— f;V]7$y] - 2-t KP^^7n^>>] a^ViTJ 7 

2-3 4 

4- [2- [1- [(2R) -3-C [1- (3-^/V^-n-4-^^7rc^/I^) 

- 2-p*5VK7 D nyN°^-2 — /] -2-t KB^^q^i/] ^/l/J 7 

2-35 

4- [2- [1- [(2R) -3-[ [1 - (4-7ni3-3-7;^n7x^) 
-2-X^/K7°p/N°^-2--r/k]T5:/] - 2-t Kn^i^B^i/] m^/v] ^7 

2-3 6 

4- [2- [1- C(2R) - 3 -[ [1- (4-^nn-3-7^n7x^) 

- 2 f;v7n/N°y- 2 --f;i/] 7 5 / ] - 2-t FpWp^] ^9vR] 7 

(1) -e^^tL^'fb^(^R 1 ^ 7 x^-efe5^'a-^^, r j ^r\ mhs c 1H3 

T/V*;V-OC (=0) O-C^TV^l^-O-. C 3 v^p7W-OC (= 
O) 0-C H 7;U^l/y-0-tfc»0H-NH-^MLf^i, RXF/XteR 
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3}}V*/??J* (Calcium Lactate) , J?/V=i ;V%y^f A (Calcium Gluconate) , L— T 

^^^^rV^/Vv-^ A (Calcium Aspartate), Wfcft f^X/*? A (Calcium Chloride), 
y >^7Kljf#/^>> A (Calcium Hydrogen Phosphate) m&mf £>tb5 0 ) , tf ^ 5: >T> 
MM (T/V7r ^^K—zKAlfacalcidol), by MCalcitriol) , ^^r 

Ir^/l^ /^(Maxacalcitol) , 7 T Uft/Ui/ f y /l^(Falecalcitriol)^d^ff 
fctbSo), tr^ 5 >^KB^f!j (j*^ b W ^(Menatetrenone)^#^f £>;ft,5 0 ), JC'f4 
zfv^e^M^'J (^^ h^S^tf-— /V- (Estradiol), b y /KEstrioD^^ff b 
*b5oK « hn^>7^^ h»'J (7P^V7xy (Raloxifen) 

tb§ 0 ), ie»rn^ k»i, Mm^m^/^^mM (^y^^^K 

(Teriparatide) , P TH ( 1 - 8 4)*$&m? £>;ft3 0 ), b^^MM (x;^ b 

^^(Elcatonin), f^*;^> h — ^ (Calcitonin salmon) bfr^o), If-X* 
^sM^— h»J (T Kn h y >>A7jC^ (Alendronate sodium hydrate), 

y 1? Fp l^Wtf- h y ^ ^7KfP#3 (Sodium risedronate hydrate) , Kp ^m~-T b 
y ^ A (Etidronate disodium), ^ K ^ ^g^r.^ f y & A (Pamidronate disodium), 
/f^Ko ^Sfe— h y A (Incadronate didodium)^^{f ^y ^9 

(-f^y^^^Vdpriflavone)), ^©ffiffttgWJ, fll*.^*/^ 
X b n ^ $ A (Strontium Ranelate) , WN T ffi&ffl* PPARyT J*, b , ^ 
X^-^V^-^(Osteopontin), ^ P^^MM (Statin preparation) , RANK/RAN 
K L M^IJ, S r c Pl^O, P y k 2 PJ^J, ^y^^n JJ X 

(Osteoprotegerin) ^f^^ff ^fi^ 0 J&&mfc&fo*S XTm&ftffl^t&mmtr&G 

*P4 5 0, #KC YP 2 D 6 ©E^ffl© I C„ f © 1 OffiP£t_hT*>Stf!>iS0*U 
<, 1 0 0^_b"efeS©^J; ?>flF£UV\, 

1 AtM£TF"T?fc!K J5*oftWI**P4 5 0, #(OTP2D6^B»I C 60 I 
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H METFT?*) *> > ^oft|« P 4 5 0 N Y P 2 D 6 <D$mfEm<D I C 50 flt^ 




(l-D 



20 flAIg 
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ffr&fc (I A) N, N-^^*M7 5K, ^ F\ ^ b 

TfcBMb^ v mm-r b v tptwtx v m^m-r v y m. 

Wt&m*V&^ fyxf/^r^y, n, N-vM'y^n t7K^7VT^>\ N-y 
^ircffr&to (i i a) t zb^zv, to-S^fe (i i ia) as#k*b5 0 

10 M£k£, it^S (I A) N, N-^y^A-^/W^T^ K4>s T^W- b y <7i» 
<Djm~F, (R) -^y i/i^/M ^1/- b ££0&£i3r5 ^ ^ f-X *9 . ( I I I A) 

fc-g^ (IIIA) XB (IVA) ^fe^y/r/^ta!)^ 

15 # (VA) Sr#SX@-Cfc5o 

ffr^ (IVA) &n i^y ^A-^/V/ft^VF^ N, N-^f/V*;VA75 b\ 1, 

P-fcJ/ifrft^^pA (II) *5<ttrg»!&y *A#©i6£«rEVVC\ tf^t°^=V- 

b^n>-i:K^^"C, fb-fr* (i va) ©^py^f;^ i;ft£r b/v^ 
20 ^ J— /K ^VifiA Tirb^ 1, 4-S^f-if^ Tf7tKn77^ 
T b ~ b y ;K N, N - v>y f/HK/VA7 5: F\ 1 , 2 - b >\ v>y 

W/^^^K TK^feSv^f^rtb^©^^^. (^y^/Mfc^y^y) 

? ^n^sWfc'^W & (ID > ^b^3^ (b!)7x^*77^y) 9 

(o) fe^©^9^9A«aKfc ? ^ttfy^^'^iH^y^^ (k 3 po 4 k #t 

25 y y ^ «t7k^y- b y «7KH§# y * A^tfXfeg&JSV^ ( i 

I I A) kBiJfe&*tZ>Zbfc£.V)^ ft&m (VA) i>mb*hZ> 6 
fe5VM3, IlAimttb^Sft^l (IIIA) «\ vM^/V^/V^^F^ 

N> n-^^^/v/Jn/^ats; b\ i, 4-v ? ^i^v^fe?)V^^^ttb©^^M , ^ I ^ 
tr* (^^/v^^^y) 7^xuz>mk'<*7WJ± (id , rf7^ (by ^ 
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hS*$*>'kfcJ&£'ltX{k'&to (I I I A) (Dtfv^m^XT/^&m. 



5 7_M?fc § VM^^/ft^ <DMs 



yi?$J>. (II), 7K?^ (M)73:^;m7^y) (o) &i?<zv?9 

<7A, 5^tH*3 9^o«a^v^; -ffrg^ (iva) ±BJ&£itzzLt:\z£ 
- «9s fc-a^ (va) aM$e>H5o 

10 $3AIi 

^ 2 AIgt# *b 5 (VA) kft&m (VIA) g\ p?^7-/K 
— /K n-7°P/V-/K ^y7°D/V-;K f h7t Ko77^ 1, 4-i?;T3r 

(1-1) ^#fcH«o 11^1^7^ 

15 «S©iKBl»7^ y £r#D;tS £ k bV\ 

(l-D ^^ilctWitS^tia^ R 1 ' (c H T;V3^f^S) 

m 3 aimi^m (v i a), nn* <Djm\z£ v . mm-r^ r * ^ o 

£XT\ fl^lfe (V I A) <Dmm^K^xhmTZ>o 
20 (via) 



f» w . \ r>-4— — [Its ' 



R* 

(XA) 



H 3 C-MgBr 
(XIA) 

H4AXI1 



H 3 C CH3 



HOfS 



(CH 2 )prt 



§§5AI?1 



(VIIIA) 

6 



-5 o 



*2* 



(VII A) (VIA) 
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-efcSo ) 

ty^m (XA) h7t Kp 7 9 y * fcli^t^"-' Tvvfs -fbn^ (X I A) 
ffc^ (VI I I A) j&M£e>*l,«o 

5 AI@ 

r^x©^. (vi i i a) ^by^^-E^iaM^ (vi i a) 
nznm-eh*), f4Aigt#fe^5ft^i (vi i i a) 3Ht^#> (ixa) 

t^SIf^ »iDitH)S^5^ tt&Qo (VI I A) ^#^>.tbSo 

B5AXm-C#e>^5'fb-^ (VI I A) ^*5V>T, X 3 ^/Nayyg^fc5^ 

T^V^T^T^^^^^-^i-^^^^ (V I A) #S#ib;ft3o 

;K n-^n/V-zK ^y7n/V-/K Tf7tFn77^ 1, 4 - S*tf-<aHf- • 
yf^f©IS^^T»T«§*5:i:iaoTs (VIA) 
tt&m (V I A) (DflllfcfrSSfe 2 



(xva) f 7 1 Fo 7 5 yxii^f ;^ i -T;v c f> 
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10 



mfozitzzbK&y, (xiva) tmbfrZo 

m 8 AX® 

$$7 ATmvm&tlZfc&%) (X I VA) ^Th7t KP77yXll^f/^" 

7vm\ ^m^^xB^^m^mmtvxm^x, o&m (xiha) tw&z 

"£Z>bs ik&fo (XI I A) 3&s#^tbS 0 

i8Aistf#&*i5M (xi i a) nmsAjLMtmmfm^m-r^t^ 
x v Q&m (vi i a) a$#e>*k m^6Aigti^fW(-#t- £ t-<fc 9 

(V I A) ^^ttSe 

•fb-a^ (v i a) (Dmw5& 3 



H 3 C w CH 3 .R 6 




-R 7 



C0 2 H V 2 *9Ax« "-^N, 8 

< ia > (iia) R (llia) 

H 3 C y CH 3 R 6 H C CH 3 ■ „6 

RhO-CHtT^fCH )p-jC ^h? 7 * X. rT* *L 7 

fSIOAXg 2 1 2,P X^T^ i11Ali H 2 N (.CH,)P4j R 

(iva) R (VIA) r* 



0^ X ! l^n^>I^ (iufB£lH«) «U RhO.C-tt^A'W*. 
fg9AX@. 

15 <fc^ (ia) & N Tf7tKn77y, n -^^if^CQ^^s xi-Zf^A^V 
f A§©iISMt^ 5 K#£T\ 'ftf^Hfe (iia) kfcjfc^lt 

fl*&4& (i i i a) *S#fett5 0 
110 AX© 

ncDXS»09 AX@tr#fetLS4t:^ (i i i a) ^/l-^^MB^fc ± 9 

20 -ffc^ (iva) Sr#SX3g*C*S 0 (i i i a) Tir h>\ *?Vl<« 
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»^:Rh-OH (5£>K Rhl^y^S, te r t —-?<F/U£&& 
ill AX© 

-OlSft Hi OAX@^#^tbSft:^(i va)0-CO 2 Rh -CO 

5^^^««i-§|^^a^v^tt§^-c^^«J:v> 0 #U^l^ n -co 2 Rh^ 
^< y^/^dri/^/k^^/vS©^ y ^ / ~/K ^ / — /K n -7°n — /K 

10 ^ (iva) §T7Xm»^^#1-r iiaoTft^ (VIA) £S#b;n,3 0 ^ 
^x:«-C0 2 Rh^ t e r t f ;Vi$^/vm<DWr&, ?K *?/~ /K 

/K n— ^n/V — /K ^V^n^y— ^ jf7tKn77^ 1, 4 — 

^v«$t5^mot, \Y&m (via) ds#e>tt«o 
is (via) <Dmmjrm4 ( p = d 




^T?feS 0 ) 
112 Alg 

20 (i i b) ^rf7t Kp77^ N, N-^y^/V^/VAT^ K v 5 ^ ^ 

A-T >-^— 17 A/N^-f KK.^ 1 e r t — -f^f-tV*?* 5vvy u n ^ i/^O h ]} T/V^r 
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/w^^Wb^^&T^b^J (i b) kfcfoiS^t&k^ fc&m (i i i b) & 

mis 

Ml 2AIIjg-T?*kftS'fb£4& (i i i b) %mk^*~'W Ufa***? V /Ug<D 
5 ^Niay^t^JSrffiV^-C^n^^kSrtf 5 (ivb) ;&*#£> *l3 0 £<©^& 

pp$M, 1, 2-^PP^^Tb7tFP77^ 1, 4-v^^^ 
• 114 AX© 

10 mi3AJM~&&htl&ito&b (ivb) Jr/^y-/K ^/-/K n-7°P^ 
^yy-WV— /K T^b^t Kn77^ 1 / 4 - v^^rf-iA BfcSfe^A' 

^7fc*«JbnRJ£«tfTft 5 ^ (vb) ds#e,^5 0 ^©^ttt, 3£FPff^£r 

15 5 AX© 

mi 4AUe-e#&ti/Sfl2-8*) (vb) &y^/— /K ^/~/K n-r/cV 
— /K -f y ^h/nV — /K 7b7tKP77Vs 1 , 4 - i^M^s tK^O^*. 

tiaoT, 4b&J& (VIA) ^^tbSo rGD®£-T?«, ^=PJE^2rdMtSr.^^ 
20 »*UV\ Sftu fls#*& (VIA) HX|B?^4>. ^>fb^X#^J;SS7u^S^ 

(VIA) <©fS$fe^fe5 
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(VC) (VIA) 



116 Alg 

\\&m (i c) <§r N rc^/— /K ^yy^^y^^ t e r t -.-?#;~ , K T~fe 

\Y&m (i i i c) m%hM 0 

mi 7 Axm 

ib&yo.d vc) ^r. ^fV^/I^^Ks N, N-^f/^A7 5 h\ X 

b=ar^F, 7\mik*rW <7A^if(D^T. H 1 6 AX@Tl#^^tS (i i i 
c) i^$t5ri:}a^ (vc) ^#^^5, 

018 AX© 

mi 7 AX^#k*b£ffr8^ (vc) ^1 5AXmtIH^^Mti-r irfc 
<fc<9. (VIA) j5S#£>*l5o 
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*ibxs 




(IIIB) 



!§2BXfI 




< HA) C 



fg3BIH 




H3( v CH 3 

H 2 Sr^(CH 2 )p-| 
(VIA) 




i£4BI?§ 



5 N, N— v^^VKT-fc bT5: N, N-i?^f/l^A7 5 K ^^/V^/V^ 

<z>^et> fl*&4fc (ib) (i ib) &mM'^amm&'T?Rj&£itzzb\z. 

«£ 9n ffrS^ (IIIB) ^#fetb5o 



£><E>$&£$§jffi^ fg 1 EJM*ttbh&tt&# (I I IB)^-l 0°C7bMmn^\ 

oItg^ J: 9 Mtc-T 6 ^iWot, fci^#J (I V'B) j5S#£;ft5«> &fc, ^^(1 
I IB)*, B-7nn^ytV^y7x^/l/^7^ (S)— 5, S-^x.—zV— 
15 3, 4-7 1 n/V-l, 3, 2-^r^^nV^m<D^m.7m^ 

m^ltM%K^, [(s) -2, 2' -tr* (i^^^^/v^^-r/) -l, 

1' -tr^7^/VG [ (S) -1, 1' -tfX (p-j* h^V^rc^V) 

a \+jb>x.fr is- 1 , 2 - v>T 5 ^/l^^pA (II) ^<£>/l^= pA0fffcRJU<;& y <7^ 



2 b id 
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jfeflsaSfrU fc&m (ivb) ORfle^#fcttSo 

Sg2BX5BT?»6>tL«'fk:^* (ivb) Mfrg^ (I i A) ^ iiAigi^t 
fcKJfcfc:ftfi--i:fc£tK ffc^ (vb) -i&mbfrZo 

!4BIg 

f3B!St'#f)^5^ (VB) (VIA) Sr. f3AI^i» 

S^#i"-^i-<tt)> <b-a* (1-2) tfS#fe*L5o 

fb^j (1-2) &«t»»5rHa!), r 1 * (c^t/v^v-k) 
m&tmtp, Tkwtit-r v v ? ^m^xik-sm (1-2) &wk.5m-rz> 0 



M x4i ^ sa R xi _z T-J 



R R 2^ ^2 

R 3^ A U r3 

(VIB) (VIIB) " (VIIIB) 

H 3 <yCH 3 O , R 4 H3C.CH3 .' ■ «,R 6 

(via) r R y Jf z \T f OH H 

^ 4BX?S ^ ^ (1-9) 

X^m^VJK^ (fulfil -e©{iii(DiE^SuiE^lKia"efe5o) 

&mm^s hv^^r^^ $m#v mmi-hv $j*m<o&£&&^ by (o 

- b y 7V) /ft* 7 >f ^303 b y 7j^M^ 7 ^#&T, $?T1r b *c^-><7 v 5 ^ a, 
^^pn^^>^i7A#^9^7^^^V^ M (VIB) Hfc^ (VI 

i b) &^m-3s«Ha^-e^s*^s zb\-£<Q, qc&m (v 1 1 1 b) <z>mt>*iz> 0 
msBunxn^fi^i^m (vi 1 ib) ^m^Bjmtmw^m^-r^t 
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fcJitfs z^c M 7;^=vySt^5^ (1-9) *mt>tiz 0 

Zm- (CH 2 ) ra -NH-Tfc5i^ 




(5£tf\ P r o^iT^/ftll Mil^ h9 7;^P7tf;H, t e r t-^b 
5 ^^/l^-^&^f) £r^U Pr o 2 te^SO^S (0ll£fc£. T-fe^vak 
>-yV /V*. * n n T -fe^vl-ak > y ^ p p» Tir^Sft **) U X s te/N p y ^ 

!6BIg 

fl^-Mb (IXB) fcSJ&SiirSrifcJ:*), fl^fc (XB) m%hM 0 
l7BIg 

»6B3^r#fetb5^b^» (XB) <Mfcl^7 (I IA) & N ^lAItt« 

H^#i-ri^J:t9 N (xib) ^#6,ti* 0 

15 $8BIg 

H7BIit#^5^ (XIB) fc-ffc^tt (VIA) £ s 03AIt^f 

iicj:?), fb^ifc (xi ib) ##6>jh,5 0 
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l9BIi 

m&&TfMfcT^*~VJ*&m^X4te&V9 (XI IB) «rRj£$-8S5£i:fc,fctK fb 
-a^fe (XI I IB) tfS#k*b5 0 
5 |10B IE© 

i9BlSTH&^5fb^l (XI I IB) ©7 5/S^»Tflt5^it 

tt&m (xivb) fmbtiz, m%.tt, r^Mby7/vtD7tf;n 

10 #^ET. h y 7A'4-PBfflMlfe*c4fe (Trifluoroacetic anhydride) k&J&£-&Z> 0 ■ 
Ull Big 

f io Bxmx%ibtiz>tt>-&m (xivb) (D7mtm%nmz.xmm-%> 
y^-tt&m (xvb) ^#fetL5 0 ai*.^- *^&r^5vwg-e#a-rs^g\ * 

15 iftfeosa^SBSfcts try f y ^tvr =• 2f£)*&S<a#£T> &fcfcBtefc£ 

Hi 2 Big 

N, 5 F\ 7f7tKP77^ S^c^vVcn— tvV< s S?^^" 

20 h y !7 a, y ^-t- b y v&fzz&mMo&fcT^ mn bjmx^ 

'ti&fc&Vo (xvb) hfc$m (xvi b) £KJS£*5r fclcj:t>, M '(xv 

1 1 b) ^#e>*L5 0 

I13BIg 

Il2Blgt#t«^ (xvi IB) £r^fcTJttfiM^5ti:fcJ:?K 
25 fb-£4& (1-3) as#b*LS 0 #J*.fi£ s 7^ h y 7;^n7tf 
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R 2 -^>COX 9 H3CCH3 



H 2 N-tt_/ OH H ^ V §g14BI& I | { 



R 3 (1-4) 

#9B3^T?Wkjfr5fc-£*b (XI I IB) Sr N ^nn*/W^ ifrfb^V'^ X 

5 kb75 4 a ha^v* if£te*?vK fosvM^r^b^^iii^s try 

& (xvi 1 IB) bfcjfcts&zz.klzz.v, ik&m (1-4) tfs#k*t£a 

(1-4) Sr«fe|!lTjP*^»i-S tW!), R 1 ' (C H 7A'a^^) 
10 ^i-a-^^s *MMb^>y *A&^*Oftte4fe (1-4) SriPzfc^»-iJ-So 



3 >— f A-J t§15BIEII 3M 

(IXXB) {IIB) (XXB) 

H 3 C-MgBr O H 4 

R 3/ S517BIH W s— t_/ O 



< XXIB > R3 ' <XXHB> 



H 3 C CH 3 R 6 

JS18BXS R 3 R 8 

(1-5) 

§15 Big 
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tt&m (ixxb) kft&m (i i b) % % miBXMtmm^Kjt^t-r^tK 
it&m (xx b) ds#e>ns 0 ut\ a: 



(IXXB) &fI$H-3 0 ^^/-/K ac^/— ^©CjHjTVPa— 

Hi 6 Big 

Il5BIgT?#^5^ (XXB) HblN&> (XI A) 04AIDg£|fti 
#*S^^#-t"n^^«t!9 x (XX IB) iS#fctl/5o 

f 17BIg 

Ml 6BX@T-#e>tb5^^ (XXI B) £<ffcfr*> (I I A) £ N ^lA^t 
El«$fcSf&K:#-r£ ifciD, (XXI IB) W^^o 

01 8 Big 

%1 7BHTl#f,fl§{^ (XXI IB) bik&m (VIA) 03AIg 

t mm^Rft^m- ^k^£.y, (1-5) am^ti^o 
\\^m (1-5) «Mn7X^nt5r^}a^ R r (c h t/^^vi) 

Z #S C w T /V^r V 5 
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(1-6) 

(I I I A) £^#5 (XXI I IB) f2AIgi»^t#t 

rt^±59, it-ms (xxivb) *mbfiz> a 

I20B 

il9BIgTl#fe|l5|bti (XXIVB) (VIA) i % ^3AIg 

i:(Rl«^JS^#-r^ t(e:j;(9, ' ffrg^ (1-6) tfs#&;h,5. 
te£4fr-(l-6) Sr^SfeiCT^^i-Sitm.tDv R 1 ' (C M 7;^^>/S) 

Z^- (CH 2 ) *-0-T*3bZ®&l 
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(XXVB) ^21BIg R 3 (XXVIIB) 

KI22BI?I -3/ 

R (XXVIIIB) 

H3( V CH3 bI'Ax 1 ^X 2 l' H 3<vCH 3 ~R 6 

H 2 ^(CH )p-£^V R R ^> Z 3_ 0 ^0^^ ( CH 2)P -£ N ^ 

_ R 

IB23BHI • (i- 7 ) 

(5^ z 3 !t- (ch 2 ) Bl - (rr-ev^mii2, zi^itSmi tmm -efov, 

l2 1BIg 

/^^dr^H\ T-fe b>\ Ti? M;/l^f*>SV^rttfe©«a^^^ 7j<^k 
-ThVV^ h y ^a^cd^S(D#^T> (xxvb) 

Sr-fb^fe (xxv ib) kRjfo$<&z>z.k\z&9< ik&m (xxvi iB)-.ds^e>*t 

•So ' 

^2 2BIg . 

»2 1BIg'T?#fejl5ft^f) (XXVI IB) (I I A) flAI 

utmmtzKifofcttirzktekV) ^ ft&m (xxvi 1 ib) tmtb%iz> 0 

^23B 1 

02 2 &Jm-&&btlZ>tt&m (XXVI I IB) &{\&® (VIA) k, f3A 
XStra«JfeKJ©»c#i-ii:|cj;5 N ^b-a^b (1-7) a&fc&tbS. 

(1-7) Sr^^T^P7jc^f-TS 9 s R 1 ' (c„7^n^D 

STTkafeSicgaft-rsr^as-cfts, ^Jtn (1-7) ff7tKo77 

(xxvb) »§rHt^, ^fttt^bi^ (XXVB) 
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ho- 




SS24BIS 




(iid) 




H26BXII 




(ivd) 



(XXVB) 



(id) Sr. ^5feiJ:T7K@^^fii-Sri^J;t), {fc^ (i id) 
i25B Xg- 

^2 4BIgt?t#^5^ (i id) Sr N f h?tK,B7?^ h/lcc^ 'k 
1©#ST^ (i i id) .iSfe^tSrtia^ ty&m (ivd) 

f26B 

12 5BX^-e#^tt5^^ (ivd) & % % 

t&s&wk'&fo (xxvb) tm^Mo mxM, 7km&^>^mx^m^tix 

(CH 2 ) ml -0-T^5#^2 
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H3 V H3 M< 
L l^<i . H 2 N^(CH 2 )p-Q-R 7 

,A*X X^v^V/l (VIA) R 8 

Pro^^J OH ^ 27BI|S Pro 4 ^ Q ^J G ^ < 0 ig28BIiI 

(XXIXB) (XXXB) 

(XXXIB) (XXXIIB) 

Rl R^>Z 3 -X 10 ? . 2 R4 H3C.CH3 

R3 ^>_ z 3. 0 ^0^^ ( CH 2 )p-^ 



,8 



(5£*K Pro 4 tePro 2 £ <9 „ ^ftofB-^tefufe £ |W^I"X*S> 5 0 ) 

f27B IS 

(XXIXB) Zft&m ( I I A) t , & 1 AX© i! 

5 jk^fe (xxxb) ^#f>n§ 0 

H2 8BIS 

n2 7Bjm^btiz>4k&wo (xxxb) &4t&m (via) msAjmt 

mMftRJfcfcttir^ t V v -ffrfrfci (xxx I B) tfs#£>*L£ 0 

f|2 9 BXfS 

io ^28 Bigtuttis^ (xxx i b) sr. mm^xm^mKit^H-r^ t 
Kx^. i^m (xxxi ib) m%t>foz>o w&tt^ it&yb (xxxib) <o^<m 

4, 5, 6-Tb7tKo-2 (1H) -t°H^^ Th?^ 
jVT V*£ ~ V << K ($J ?U"i\ Tf7 7 9vKT * A if) *5 

15 J;^MS 4 A©#&T"CiftiS$H~5o 

I30B IS 

12 9 B X@-t?# bfrlZ fc&%0 (XXX I I B) %ik^m (XXV I B) |?2 

iBig^iWiu#n^ia^ (1-7) d5#bH5o 

<fcl^3 (1-7) SrSfe^T^^f S-^t-«t?Jx R 1 ' (C^T^^VS) 
20 ^r7X^S«mi-S ^ t So #tJ&fc£s {fclS^ (1-7) £\ -rh7tKn79 
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f 2 7 Big(i)tfStt^{^ (xx I xb) &m^Xfto^bh'V%,mx-\'£. 

tt&W (id) ^2 4BI^i^2 5BlMnit£!), ^S'ftft 

(xxixb) timt>n&o m%.& *$m&2- (hv ^/wiw 

5 ^^^/V^^^Hf^^'l^^^ (XXIXB) &mm<D]§r&fe, 124 
d ) §r 2 - (hV * f/Vv' y /i/) ^ b K (#llxJ*\ 2 - ( M; t« ^ 

^m\z.m^x, \Y&m a) r j ^r\ #mr c -oc (=o) o-c h t;v 
io *u^-o-T*&%fc&m&ffiM(DWr&, R'^Tkmrnx-h^t^-m (u &n, n- 

.Btw&v v**~&sttrhv v&m(Dm.m<Dft$ET^ r c -oc (=o> o-c H m 

i/>—L 2 (L 2 ft/Nn^^f ©jfilS^to) iSSStSEilciO, R 1 & 
15 R c -OC (=0) 0-C 1 _ 4 T/V^i/^-o-t?S>5'ft:^ (1) ##bft5o 

-ffr&*6& ( 1 ) SrN, N.-i U\ fF7t KP79^ s*x.<?vioi— 

jj£t£ s T3 ^^iz/V^^^-r 5 K\ 1 -^?v- 3 - ( 3 -i?* ^7 5 7 7° 

2-^f^^-l-^h^r^/^=^-l, 2-=5>fc KP^y (EED 
Q ) ^oH^iJW 1-tKo ^r^y^Z h y 7/-/K 4 - 5 / f y v> 

^o?aaipjWM£T^ b y ^ y ^ ^twfc&it&o dz^x\ ±ia* 

25 H-T?*>5^-a* (1) ##bft5o 

R 6 36SRB-T»fcs^^ (l) 09*.r& T^-e^-TJ:5^ HI 3 AX 

mt?#feti/S'fk-g4b (1-1) ^ ^pptM^ ifefb^^V^ ff7tKn77 
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-8) ds#fc^s 0 




R 8 




(1-8) 



0^ ^IB-^«tufB^RI«l?$)S 0 ) 

ifcifcfr y !>^-s TKSWb^ mj?^ 7kwtfc% y a s *iwby ^^^s 

96 



WO 2004/094362 PCT/JP2004/005886 

^ 1 , 2 — v 5 ^ a p ^ >\ o p /jv^A. y< ^vvrn^/v^ ^ ^x?^: >^<D 
— jKsS; (1) tt§ti5ft^l3©lll^llftict5^ — (l) 

2®^-c#SB-r5 r^iaot, — jk^c (i ) -e^^tb^ft^^^ii^^^tbao 

^)>< UT#fe,tb-5«0J^^— » (1) ^$tt5^^MtLfc^7/l-^^A 
^A-A^fe«9 0. o l m g l o g <D$mx\ — B-|I!^ibifc[EMR&>;5W3: 

^^b^^ps#^^"ft©@#3ii^tj:-r.5«^, «'Js «'J. m£!k mm 
# y tr=/v tFy^ ^ ^ ^ wr?v % >-m^ ^ &x itMfotrj m^m t m& 
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JL\*&x.<f-]Vt?VX3. — © «fc 5 l£tto'R<D% y"±M<i VX 

fi^maHHSu, «bb#j\ n-e^ik msm, %mmxim®m#<o&5*&nm&m& 

/wr^A ^^y-;v7$y, ^e/x^y-^r^y, ^xw^f^ti 
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. mmm 1 - 1 

2' - C(1R) - C(2R) -3-[ [1 - ( 3 - - 4 - ^ f ;V7x=;V) 

- 2 - ^ ^;v7n^y- 2 -^;H7 $ / ] -2-fc Kcr^7n*>^] - 

(2R) -2- C((1R) - (2--?u^-7^^;V) ^ ^T^9 



10 (1R) - (2-7a^7x=/V) /V(S0.Og)RXf (R) -^y^i?A 3 

f ta^^^/WM^ h (50. 3 g) 2rv^ 5 F (300 ml) 

7R*^^ b y !7 A (7. 76 g N 60%^) M^T^T 2 B#ra9H$Lfc«, SCT^W- 1 
0 %^ ^^7X^(600 ml) £2in?U ^f/K#|iHfc 0 ^M^ttKs ISfP^ 

?J<^iM3#-u &*i5»7-hy >7Ai:«$^ ^j£^UT#^^BS%vy 

15 ^/V^J^n-^ (^^i/:^^/V=6 : 1) HtMLTs 

^15^^(32. 9g) Sr#/c 0 

^-NMR (300MHz, 6 ppm 3 CDC1 3 ) 7. 53-7. 49 (2H, m) , 7. 37-7. 32 (1H, m) , 7. 16-7. 10 (1H, m) , 
4.89(1H, q, J=6. 4Hz) , 3. .62-3. 57 (1H, m) , 3. 34-3. 28 (1H, m) , 3. 18-3. 12 (1H, m) , 
2. 79-2. 76 (1H, m) , 2. 58-2. 55 (1H, m) , 1. 44 (3H, d, J=6. 4) . 
20 X@2 



4 _^ C2 ^_2-^ ^Vl^cE^ (75. 0g)^^^y —/V (500 ml) $ it. « 




Me 




C0 2 Me 
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r# fetbfca^(-7X (i5o mi) sran mst^f-^ (150 mi) -c&ttj ufc sttk. 
fa^sfofc^-^ b y v^7kmm, m^m^ximmo^u flan- b y *a-c^#i$ 

Milts ^IB{b^(78.0 g)£r#fc 0 
5 J H-NMR (400MHz, 6 ppm, CDC1 3 ) 8. 20 (1H, s) , 8. 86 (1H, d, J=8. 0Hz) , 7. 30 (1H, d, J=8. 0Hz) , 
3. 91 (3H, s), 2.45(3H,s). 



3-^^/V-2' - [(1R) - ((R) ^?V\ 



•7 A (II) (1.46 gk Wm#V g), ^tf.t=>^f^ay(11.2g)l: 

<2vV-= 9:1) iCTHilt Vfcfc&m& > (80 ml) * / ~M80 ml) \zMM 

If* xL^/VTfrX? j /) 7ata*>ift^^^!7A (II) (1.17 g)^ 

X5glT#btufc (2R) -2- [((1R) - (2-^7^) ^ J^vO ^ 
20 fvv] ^v-^^(10.5g)cO^^y— /V(80ml)^&#Px.> ^fe^2M^^MJ'7 

^^=5 : i) ^mM^, ^IB^#l(8.93 g) £r#fc D 
2 5 ^-NMR (300MHz, 5 ppm, CDC1 3 ) 7. 96 (1H, d, J=8. 6Hz) , 7. 60 (1H, d, J=6. 7Hz) , 
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X©2 



T?# fife 4-^n^-2-^ ^ (9. 16 g)^ >M /V 
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7.43-7.28(4H,m), 7. 18-7. 13 (1H, m) , 4. 55 (1H, q, J=6. 4Hz) , 3.92(3H,s), 

3. 44-3. 40 (1H, m) , 3. 18-3. 12 (1H, m) , 3. 07-3. 02 (1H, m) , 2. 73-2. 70 (1H, m) , 2. 65 (3H 5 s) , 

2. 47-2. 45 (1H, m) , 1. 37 (3H, d, J=6. 4Hz) . 



( 3 - y/^u - 4 - ^ f/V7 ^ S1# (105. / —/V (740 ml) fcWM 

$^:fc# s mmmrnvx, mm^mau. 2 g ) &#fc 0 

^-NMR (300MHz, 5 ppm, CDC1 S ) 7. 14-7. 10 (1H, m) , 6. 96-6. 93 (2H, m) , 3. 70 (3H, s) , 
3. 58 (2H, s) , 2. 25-2. 24 (3H, s) . 

1- (3— y?v^rxx — 4— ^f;i^7x-;>) - 2 — ^^VK^n 2 — /v 



X@ 4 -e# ttfc ( 3 - -7;vir n - 4 - ^ ^ 7 ^ f^^^ 5vi/ (1 14. 2 g) & T 
h7t FP77^ (800 ml) fc^&i^ 0 °Cl?T/VrfVMM^ 1 M-||{l^ TvW ^ 
^^(1.56 D^Ttfc, ^^mfi"ei^^#bfco SJfS^Sr^U fi&^J 
m^T^-!7A7X^(155 ml)SrMTb^cm> «t-^^><7 A (280 g)^P^fc 0 
EJS?I^WL, ^raitbT, &f&ffr&4fc (130.1 g)£#fc 0 
X H-NMR (300MHz, 8 ppm, CDC1 3 ) 7. 1 1-7. 08 (1H, m) , 6. 88-6. 86 (2H, m) , 2.71 (2H, s) , 
2.25(3H, s), 1.22(6H,s). 



— N— [1— (3 — — 4— ^^~7Vy^^ /U) — 2— j^/V^P 





■Me 



I§6 
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2-^] T-febT^K 



C1CH,C0NH 




^- 2 7^(130. 1 g) &r N ^ n n Ti? b~ b y 7^(139 ml) RXftfftk (115 ml) 

5 £ i3r, tR^T^UMI (33. 4 ml) SrifrT Lfc c ^fit? 2 H^IRffltft Lfc^ SW^TT? 4 N 
-7KMb^ <7 (16 ml) SriftT U h Act ^t? 2 0, 0Bfcn?^*T* 2 HtfSffi 

Ufc 0 &r 1 0 2 ®*5fc# U ^tBEjft^ LT*|Bfbg4& (131. 6 g) &#fc e 

^-NMR (300MHz, 8 ppm, CDC1 3 ) 7. 10-7. 06 (1H, m) , 6. 80-6. 76 (2H, m) , 6. 19 (1H, brs) , 
3.95(2H,s), 3. 00 (2H, s), 2. 24 (3H, s), 1.37(6H, s). 



(l— (3 — y/v^rn — 4— **f-;V7s.=^/v) -2— ^f^/ti^y- 2— -^7V) 



IS6"e#^fc2-^nn-N- [1— (3— !7/l^n — 4— ^^/l^scc^A') 
15 - 2-^/K7°n/^-2-^7V] T-fe b T ^ K (131. 6 g) £r@1^ (200 ml) RXt^P J 

\Z. 4 N-jfcSMfc'f h y 17 A (300 ml) fe&UfcT h/V-a^T? 3 Htffifcfci Lfc 0 £4jM£rl&Rl 
20 ^T^4N-itm/g^^^^(255ml)^TLfc 0 — RSMS#U tWUifeil 

J H-NMR (300MHz, 6 ppm, CDC1 S ) 7. 1 1-7. 07 (1H, m) , 6. 85-6. 82 (2H, m) , 2.61 (2H, s) , 
25 2.25(3H, s), 1. 11 (6H, s). 
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MS (APCI, m/z) 182(M+H) + . 

2' - C(1R) - C(2R) -3- [[1- (3-7/V%-Vi-4-*^;V7^;V) 
3 -^f;vt7x^;v- 4 5^ 



X@3T#£>nfc 3-^^/1/- 2' - [(1R) - ((R) h^i/) 

dmmmmv^vj* (815 mg ) ^jre 
^^^^=9 : i) fcxmmu mm^^o (.3.37 g )&#fc 0 

X H-NMR (400MHz, 6 ppm, DMS0-d 6 ) 7. 95 (1H, d, J=8. 6 Hz) , 7. 56-7. 53 (1H, m) , 
7.41-7.37(lH,m), 7. 32-7. 28 (1H, m) , 7. 17-7. 12 (3H, m), 7. 06-7. 02 (1H, m) , 
6. 80-6. 77 (2H, m) , 4. 48 (1H, q, J=6. 3Hz) , 3. 92 (3H, s) , 3. 66-3. 63 (1H, m) , 
3.21-3.13(2H,m), 2. 72-2. 68 (1H, m) , 2.64(3H,s), 2. 59-2. 54 (3H, m) , 2.23(3H,m), 
1.35(3H,d, J=6.3Hz), 1.02(3H,s), 1.00(3H,s). 
MS (ESI, m/z) 508(M+H) + . 



2' - [(1R) - [(2R) -3- [[1- (3--7^u-4-^^-7^=.^) 
-2-*^;Vzfx*s<Zs- 2 — { ?V\ T%S] -2-tFa^>7°p^] ^?V\ 




Me 



9 



103 



WO 2004/094362 PCT/JP2004/005886 




X@8T#fe^t7t2' - C(1R).- [(2R) -3- [[ 1 - ( 3 -?JV*Xi - 4 - 
Tt^/V^^^/V) -2-^^jV^n^ly~2~4MT^/l — 2 -fc Fo^r^o^ 
•■ =3r->] cn^/k] - 3 - ^ f;Hf7x=:;V- 4 -77 A-^V^ ^VV (3. 37 g) & & / — 
5 71^(25 ml) b7t Kn^7^(25ml)^^$^ 2N-zKM^V U ^A(13.5 
ml)^nx.T, 6 0^3B#|!»I$U^ ^jE^LT#fett^am7K^#^U 1 

« r i: £ D > ^12^-8^ (3. 06 g) &#fc„ 

^-NMR (300MHz, 5 ppm, DMS0-d 6 ) 7. 85 (1H, d, J=8. 3Hz) , 7. 56-7. 53 (1H, m) , 
10 7.47-7.42(lH,m), 7. 37-7. 32 (1H, m) , 7. 19-7. 13(4H,m), 6. 97-6. 89 (2H, m) , 
4. 47 (1H, q, J=6. 4Hz) , 3. 70 (1H, s) , 3. 14 (2H, d, J=5. 3Hz) , 2. 85-2. 80 (1H, m) , 
2. 73 (2H, s) , 2. 63-2. 59 (1H, m) , 2. 56 (3H, s) , 2. 19 (3H, s) , 1. 28 (3H, d, J=6. 4 Hz) , 
1.05(3H, s), 1. 04(3H, s). 
MS(ESl,m/z) 494(M+H) + . 

15 %mm 1-2 

2' - [(1R) - C(2R) -3-[ [1- (4-^np-3-7/^P.7x-/V) 
-2-^7^0/^-2 — f;H75;] -2 — fc KP^i/T'n^^] a^/vO - 
3 — ^ tf 7 a: ^7V— 4 — 7J 71^ 

20 i-^nn-2-7;vtn-4- (2-^WD;v) ^isHzs 




f>7t Ko77y(40 ml) fc-^^v^ A (2. 43 g)/3:t^3 ?3£(10 mg) %1BX., 35 
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9 ^fe*B(l. 90 g) 3 -^nn- 2 -7^ ^-1-^0^^(14.8 ml) 

m u mj±mm^% r^j:^ mm\&m (is. 9 g ) ^#^ c 

X H-NMR (300MHz, 5 ppm, CDC1 3 ) 7. 40-7. 20 (1H, m) , 6. 99 (1H, dd, J=9. 9, 1. 8Hz) , 
6.91(lH,d,J=8.1Hz), 4.84(lH,s), 4.73(lH,s), 3.28(2H,s), 1.66(3H,s). 

2-^on-N- [1- (4-^np-3-7;^P7i=^) 
2 — i;V\ Tir hT K K 



Xijgl frtfcl — ^nn— 2— ^/v^n — 4- ( 2 — ^vPT V M *<l>^2> 
(16. 9 g) J; V) N ^26^y i _ x 6 h mm ^ ^fB-fb-a^ (10. 1 g) £r#fc 0 
'H-NMR (400MHz, 6 ppm, CDC1 3 ) 7. 30 (1H, dd, J=7. 9, 7. 9Hz) , 6. 92 (1H, dd, J=9. 9, 1. 8Hz) 
6.85(lH,dd,J=8.1, 1.8Hz), 6. 14(1H, brs), 3.96(2H,s), 3.06(2H,s), 1.36(6H,s). 
MS (ESI, m/z) 278(M+H) + . 



1- (4-^nn-3-7/^n7i^l') - 2 Wo^y- 2 -^f/KT5: 



Xg2T?#^fc2-^t3ia-N- [1- (4-^t2t2-3-^/^P^3z^^) 
7 £ HftfUfc: LT S *flBfb#4fc(6. 90 g) £r#fc 0 
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X@3 
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*H-NMR (400MHz, 5 ppm, CDC1 3 ) 7. 30 (1H, dd, J=7. 9, 7. 9Hz) , 6. 99 (1H, dd, J=10. 2, 2. 0Hz) 
6.91(lH,dd, J=8. 1, 1.9Hz), 2.62(2H, s), 1.15(6H,s). 
MS(ESI,m/z) 202(M+H) + . 
IS4 

2' - [(1R) - C(2R) -3- [[1- (4-^ni3-3-7/V^-i3 7^^/v) 




Me 



^»!ll-l^JC@3-t?#e 5 ^fc3-^^V-2' - E(1R) - ((R) 

#£>jft/fc 1 — (4-^nn-3-7/V^-a^m^/V) — 2 — pt^vV^P^V— 2 — f 
;V7 5; ^(170 mg) «t 9 x H«J 1-1 ©Ig8 h WM^- tt; ^13^^(413 mg) 
#fc 0 

^-NMR (300MHz, 6 ppm, DMS0~d 6 ) 7. 96 (1H, d, J=8. 4Hz) , 7. 56-7. 53 (1H, m) , 
7.45-7.39(2H,m), 7. 19-7. 11 (3H, m), 6. 98-6. 88 (2H, m) , 4. 48 (1H, q, J=6. 6Hz) , 
3. 98(lH,m), 3.92(3H,s), 3. 29-3. 19 (2H, m), 3. 05-3. 00 (1H, m) , 2.93(lH,m), 
2. 83(2H,s), 2.64(3H, s), 1. 34 (3H, d, J=6. 6Hz), 1.21(3H, s), 1. 19(3H, s). 
MS(ESI,m/z) 528(M+H) + . 
I§5 

2' - C(1R) - C(2R) -3- [[1- (4-^ HP- 3-7;VJru7x-^/V) 
-2—^^?vzfn/^y—2 — f;v]T^7] -2 — t Ko^/n^>] ^^/v] - 
3—7* f/Hf7x-;V- 4 — #/Vtf;V^ 
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Ig4Tl#Wc2 ! - C(1R) - C(2R) -3- CEl- (4-^n-3-7 
;Vtn7x^;V) - 2 -p^K/P.^- 2 —OV]T 5; J ] -2-fc Kndr^^P/K 
^] ^^-/v] - 3 - * TfV 4 - # ;vi£ ^W.* fvv- (413 mg) J; «9 > 

m i - i ©ig 9 £ n^aite lt, mmik&m (345 mg ) &#fc 0 

^-NMR (400MHz, 8 ppm, DMS0-d 6 ) 7. 84 (1H, d, J=8. 6Hz) , 7. 55-7. 52 (1H, m) 5 

7. 47-7. 41 (2H, m) , 7. 36-7. 32 (1H, m) , 7. 25-7. 22 (1H, m) , 7. 18-7. 15 (3H, m), 

7. 05-7. 03(lH,m), 4. 47 (1H, q, J=6. 5Hz) , 3. 68(lH,m), 3. 13 (2H, d, J=5. 5Hz) , . 

2. 81-2. 78(lH,m), 2. 76 (2H, s), 2. 60-2. 57 (1H, m) , 2.56(3H,s), 1. 28 (3H, d, J=6. 2Hz) , 

1. 05 (3H, s), 1.03(3H, s). 

MS(ESI,m/z) 514(M+H) + . 

HJSMl - 3—1-1 10 

mum i - 1 & j: if i - 2 k:£-3v^t, mffm i - 3 ~ 1 - 1 10 &m- 0 
m 1 *3 2 ~ 4 4 K3Ft 0 
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mMM 2-1 

4- [2- [(1R) - [(2R) -3-[ [1- (3-7/^n-4-^^7V^^ 
;v) - 2 - * -f-jv^xx/^- 2 -^f /kl T 5: / ] - 2 - Kp jK^V] ^^/w] 

4- (2-Tir^-/V7^y 3^) 5fc&«fc?<^7l' 




C0 2 Me 



2 ' - :7/W n7tK7x/y(10.6g) > 4 - 1 K x* ^gM^m* ^ (1 1. 7 g) 
0 V A (11. 2 g) ^T-fe h7 5 K (70 ml) 14 0 0 CT? 1 

nmwvtco Eufcmt&m&mmz:mu wm^f-^mmvito ^mm^ma^mjk- 

^yA^n-7f^77^- (n-^f-V : tfflSkx.<?A"=7 .: 1) &-T*tMU &|B 
{fr£#(8.62 g)3r#fc e 

^-NMR (300MHz, 6 ppm, CDC1 3 ) 8. 03 (2H, d, J=6. 6Hz) , 7. 88 (1H, m) , 7. 50 (1H, m) , 

7. 27 (1H, m) , 7. 01-6. 98 (3H, m) , 3. 90 (3H, s) , 2.57 (3H, s) . 

X@2 

4 - [ 2 - ((1R) -fcKP *c*/^;V) ? ^ J **/\ <f->V 
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C0 2 Me 



X@l^#6 5 tt7fc4- ^&#^^(3.0g), u 

n [(S) -2, 2' -l^X -1, 1' [ (S) 

-1,1' -tr.x (p-* b^v-^^^/v) -2-^r y^n tr/vm^x— i, 2-v 5 

7$y]^r=>>A (II) (68 mg)^^y t e r t h K(301 mg) ^ 

yyu/<; —jv (30 ml) i£ffi§& $ i*\ m&V 4.5 H#|?5 * JEtfcjjf SSSp (3. 0 kgf /cm 2 ) b 
fc 0 Ki^)®^^7X(150 ml)^B^ N W^^/V(150 ml) TJttiitU ^ftfAS&KTS* 

7t Fn^7^(60ml)^W^/-7P(60ml)^^$^ 4 N-yfcfcfcffc JJ a (15 
ml) £r#n x. X^UXm^M^ bfc 0 S&?££|gfcjEaSatU 1 N-^(120ml) mtlx.1t 
^ g^^^(i50 ml) Tf^aj Ufco. ^JS&rzk^O ml), ISf pJt^zk (50 ml)-ejll^ 

(100 ml) \Z.mM£l£, 4 -i?* 57 try ^(142 mg)RXf 1 -^;V- 3 - ( 3 

- J-JVT 5 / fcW) 5 K • mm<2. 49 g) &M?LX, 2 6 RftKfflE 

^:Bfflfe^^=5 : 1-4 : 1) KX^UVX, " *fBfls£* (2. 63gJ &#fc„ 
J H-NMR (300MHz, 5 ppm, CDC1 3 ) 8. 00 (2H, d, J=7. 7Hz) , 7. 59 (1H, m) , 7. 30-7. 21 (2H, m) , 
6.97-6.91(3H,m), 5. 13 (1H, d, J=6. 5Hz), 3.90(3H, s), 1. 48 (3H, d, J=6. 5Hz) . 

4- [2- [(1R) - ((R) -3r3r*/7~ h^cis) ^)V\ 7x/^V] ^ 
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7 



C0 2 Me 



JM2"Zfet>fVf£4- [2- ((1R) -fc KP^^xf/V) y^J^V\ 
7< fvV (3. 62 g) 3:^ b 7 1 K n 7 7 s (15 ml) ^^r, Ufc^ tK*^ h y 

?A(471 mg, 60%»)^Px.T3^»#b^ o ?feV^ N (R) 3- 
5 ~ ^^yfy^v^ 1 - h (3. 62 g)2StTJS^^ ^/V^/V^^r^ K(3 ml) SrJn*.TML 

ml) -effiffi Ufc 0 «I (50 ml) , ftf 0 AtfcK (50 ml) ^JlR^C^ U »CfM^ f 

— : H^£-5VV=4 : 1~3 : 1) tTiSLT, &fiBfc£4&(315 mg)£ 

10 #fc 0 

^-NMR (300MHz, 8 ppm, CDC1 3 ) 7. 99 (2H, d, J=6. 6Hz) , 7. 57 (1H, m) , 7.3 1-7. 23 (2H, m) , 
6. 96-6.90(3H,m), 4. 80 (1H, d, J=6. 6Hz) , 3. 89 (3H, s), 3. 55(lH,m), 3. 26(lH,m), 
3. 25 (1H, m) , 2.74(lH,m), 2. 51(lH,m), 1. 41 (3H, d, J=6. 6Hz) . 

is (3 —??vnrxi - 4 mm?* 



( 3 - 7;vjr p - 4 - ^ 5V^:7 * -/i/) g^St (105. 3 g) £ * # ; —sv (740 ml) KmM 
$Urfc3K MffitflbT, ^15^^(114.2 g)£r#fco 




Me 
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^-NMR (300MHz, 8 ppm, CDC1 3 ) 7. 14-7. 10 (1H, m) , 6. 96-6. 93 (2H, m) , 3.70(3H 5 s) } 
3. 58 (2H, s) , 2. 25-2. 24 (3H, s) . 

1— (3— 7A^tvt — 4— J.f-/V7^^;V) — 2 — *<f-As*?xis%t/— 2 — 3r^-?V 



X@4-t?#bttfc (Z-z?;v$-n-4:-*^i'7^~M H^^fvv(ll4. 2g)§r'7 i 

f7tFP77> (800 ml) {ZMM^, 0 t^TA-^V^W 1 M- ^ 
* ^ ? A (1. 56 L) Vfr 0 %:<D'&mmX* 1 fflfr Ufc 0 SjcSf^Sr^ U g&ftl 

Wfc7 >^e~ >7 A^mm (155 ml) &ffiT bfei^L flfcSN' ^ ^ V & (280 g) £r#P xjt. a 

m (130.1 g)Sr#fc 0 

X H-NMR (300MHz, 5 ppm, CDC1 3 ) 7. 11-7. 08 (1H, m), 6. 88-6. 86 (2H, m) , 2.71(2H, s), 
2. 25(3H, s), 1. 22(6H, s). 

15 2-^c3t2-N- [l- (3 — yjv-frxi- a— pt^/vy^^ ;v) -2~^^/^y"t2 



-*BWfcTf b J? £ AtK^(160 ml) ^ITU WVoi^T? 2 m s 2 mtt 

ffl Lfc 0 WMm& 1 0 %tfctfc*<T? 2 EiSfe^U MraMbTSfB^% (131. 6 g) 

X H-NMR (300MHz, 5 ppm, CDC1 3 ) 7. 10-7. 06 (1H, m) , 6. 80-6. 76 (2H, m) , 6. 19 (1H, brs) , 
25 3.95(2H, s), 3.00(2H, s), 2.24(3H, s), 1.37(6H,s). 
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is- 2 -^--7^(130. 1 g) £r s ?vuT±h^hV ^(139 ml)RXfmm(n5 ml) 

20 £ t^t^h mm (33. 4 mi) &mT bfco ^m-e 2 r$kq9# ufc^, tk^tt? 4 n 
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X@7 



[l- (3 — ~7/vJrn- 4—*^;v?^~jv) — 2—^T?vzfxi/^—2-4?V\ 
7^ 



X^6t?#^^bfc2-^13C2-N- [1- ( 3 - - 4 - ^ f ;V7 x 
-2-^>V-7xis^s-2-' <?V\ T-thT^ K(131.6g)tfi^^(200ml)^-a«^^/ 

—jv (1 u kmm £ Tit v ur (46. 6 g) %m x.x 100 nx-m&Bw ufco Rjtm 

TfcBM^ h y 17 (300 ml) SriP^T b^^>"T?3 mtttfcl ^M£f£?P^*&7j<T? 
N -^/^^^/V^ (255 ml) &mT bfc 0 -B#fS!t# U UfttfNi Srffli^ U 

jv^ u 7Xt 2 mm*- u mj±mm vxmm^m (57. 9 g ) 

'H-NMR (300MHz, 5 ppm, CDC1 3 ) 7. 11-7. 07 (1H, m) , 6. 85-6. 82 (2H, m) , 2. 61 (2H, s) , 
2. 25(3H, s), 1. 11 (6H, s). 
MS (APCI, m/z) 182(M+H) + . 
X© 8 

4- [2- [(1 R) - C(2R). -3 — [ [1 - (3-7;^n-4-^f;W7x^ 





C0 2 Me 
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X^3-e#f>ttf=:4- [2- [(1R) - ((R) -tt^-sV* ^=5~?V\ 

*7^;^y\ &Mm$t* f-/^ (109 mg ) b ^ (3 mi) \zmm 1© 7 -e# e> 

fc [1- (3-^/V^-n-4-^^^^^/V) -2-^^/V^n/N^-2--r^] 
T ^ ^ (87 mg) &t*ag:£^Sfe y f- >7 A (51 mg) mWdM^ mRX~ 1 5 H#f?9»£ Ufc 0 

f : f^^/V= 1 : l ~^ n H/Jn/VA : ^ ^/ — /V= 10 : 1 ) f^T^U *1E 
tel»(193 mg) 

^-MIR (400MHz, 5 ppm, CDC1 3 ) 7. 99 (2H, d, J=6. 9Hz) , 7. 49 (1H, dd, J=5. 4, 2. 1Hz) , 
7. 35-7. 20 (2H, m) , 7. 15-7. 10 (1H, m) , 7. 00-6. 80 (5H, m) , 4. 72 (1H, q, J=6. 5Hz) , 
10 4. 20-4. 10 (1H, m) , 3. 89 (3H, s) , 3. 50-3. 35 (2H, m) , 3. 30-3. 20 (1H, m) , 3. 10-2. 80 (3H, m) , 
2. 22 (3H, s), 1.40-1. 20 (9H,m). 
MS(ESI,m/z) 510(M+H) + . 
X©9 

4- [2- [(1R) - [(2R) -3-[ [1~ (3-^/^n-4-y^/V^^^ 




C0 2 H 



lS8"e#^fc4- [2- [(1R) - C(2R) -3- [[1- 
4-*^jvyxL~/v) —2 — ^f-/v^fn^<iy—2—^;U]T^J'] —2 — \i Kn^s^?* 
20 a */] ^f-jV\ V^J^rlA &MmWl* 9Vl>(185 mg) ^ / -/V- (3 ml) 

h9t K»7?X(3 ml) 2N-7X^b^by 17 A (1.5 ml)^Px.T s ^ 

m-e 4 ^r^m# ufc 0 ssmi tt# bnfca^Sr7K"t?#^ u 10%^ 
^m?km^Mx.x, m vr^tmm^mm-r^ r t ^ £ , £s&ffc£*> (152 m g ) * 
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'H-NMR (300MHz, 8 ppm, DMS0-d 6 ) 7. 93 (2H, d, J=8. 7Hz) , 7. 55 (1H, d, J=7. 5Hz) , 
7.40-7.25(2H,m), 7. 20-7. 10 (1H, m) , 7. 05-6. 85 (5H, m) , 4. 68 (1H, q, J=6. 3Hz) , 
3.80-3.65(lH,m), 3. 24 (2H, d, J=5. 4Hz) , 2. 85-2. 55 (4H, m) , 2. 19(3H,s) 
1.32(3H,d, J=6.3Hz), 1.03(3H,s), 1.02(3H,s). 
MS(ESI,m/z) 496(M+H) + . 
HJfefll 2-2 

4- [2- [1- [(2R) -3- [[1- (?>-7?V3rn-A-ff-;V*7^~}V) 
-2-ff-/Vzfu;<l/-2 — f/V] T^Jl -2-fc Fn^V^n^^] .^/Kl 

xmi ' 

4- (2-TWW7xy^^) - 3-^ h^^M^m*^^ 




C0 2 Me 



2' b^^y X(l. 38 g)RX$4-t Fv*^- 3 - * h^c^M^ 

82 g) f^*/VA7 ^ K(10 ml) i<l|§$?£-^ %m&> y A (I. 45 g) 

IDg2 

4- [2- ^rc/^v-] -3-^ h^rV^M^^/W 
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C0 2 Me 



J^M 1 -C# kfrfc 4 - ( 2 - T^Z^-;V7 a / — 3 - ^ J. ^VV 

(1. 24 g) £t< A-(20 ml) TfC^bfc^. TkJSt^ }> JJ £ A (312 

mg)^B^T2^^#Lfc 0 S^I^&^tffi^iU TK&tafcTil^^Tttm 



/V=3 : 1) }-T»^U «IBjb^(834 mg)^#7t 0 
^-NMR (300MHz, 6 ppm, CDC1 3 ) 7. 70-7. 50 (3H, m) , 7. 25-7. 10 (2H, m) , 
6. 90 (1H, d, J=8. 4Hz) , 6. 77 (1H, dd, J=6. 6, 1. 5Hz) , 5. 25-5. 15 (1H, m) , 3. 94 (3H, s) , 
10 3.93(3H, s), 2.53(lH,d, J=4.2Hz), 1. 53 (3H, d, J=6. 6Hz). 

3-* h^>-4- [2- [1- ((R) -ttis^—fr* ^;V\ 7^/ 



15 Tm2XMhfhtcA- [2- (l-tKn^xf/i/) 7x/^7] -3-*h* 
$&Mmm* ^(660 mg) £ V) % ^Jg^j 2-1 ©1^ 3 i Ir^s: LT, SlWB{fr8^ (150 




C0 2 Me 



mg) ^r#fd 
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to-NMR (400MHz, 8 ppm, CDC1 3 ) 7. 70-7. 50 (3H, m) , 7. 25-7. 15 (2H, m) , 6. 80-6. 70 (2H, m) , 
4.87(lH,q, J=6.4Hz), 3.91(6H, s), 3. 60-3. 50 (1H, m) , 3. 40-3. 25 (1H, m) , 
3. 15-3. 10 (1H, m) , 2. 80-2. 70 (1H, m) , 2. 60-2. 50 (1H, m) , 1. 45-1. 40 (3H, m) . 

4- [2- [l-[ (2R) -3- [[1- (3-^/V^-p-4-^^V^^=/V) 
- 2-^^-;vyn^iy-2-4 7V]T^ /] — 2-fc Kn^v-^n/K^f^] y 




C0 2 Me 

X^3-t?#e>^3-7 b^i/-4- [2- [1- ((R) 
x-fA'l ^ax/^-jX] ^E#^^/K146 mg) s ^W!l2-l(DX@7-t?#fett/cl 
— (3 — — 4— ^^-/V^cc^/k) - 2-7^VK7°£z^>'— 2 -^f ^(89 

mg) £ «9 , 2-1 ©IS 8 £ HfHUte: LT N ^|Bfc-£*fe& (189 mg) &#fc 0 

^-NMR (400MHz, 5 ppm, CDC1 3 ) 7. 65-7. 45 (3H, m) , 7. 25-7. 00 (3H, m) , 6. 85-6. 70 (4H, m) , 
4. 83(lH,d, J=6. 3Hz), 3.90(6H, s), 3. 80-3. 70 (1H, m) , 3. 40-3. 30 (2H, m) , 
2. 85-2. 55 (4H, m) , 2. 23 (3H, s) , 1. 45-1. 35 (3H, m) , 1. 05 (6H, s) . 
MS(ESI,m/z) 540(M+H) + 
X|£5 

4- [2- [1- [(2R) -3- [[1- (3-7;Vjru-4-*?-jV7^^;V) 
-2-7 ^;V/t3/N c y- 2 — f;V]75y] -2-1: Kp ^i^n J^^^] 7 

/ - 3 h ^y^M^m 
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C0 2 H 



X@4t?#fotbfc4- [2- [l-[ (2R) -3- [[1- (3-^/^o-4- 
^f/V7x-/V) - 2-^f;^a/^-2--f;l/]T5/] — 2-k Kp^/p# 

^ y ^xi - 3 - t< h 5vwi8o mg) i t> N m$m 2 

- 9 h mm\z LT, ^lafb-a^ (160 mg) £#fc Q 

'H-NMR (300MHz, 6 ppm, DMS0-d 6 ) 7. 70-7. 45 (3H, m) , 7. 30-7. 10 (3H, m) , 7. 05-6. 85 (3H, m) , 
6. 75-6. 70 QH, m) , 4. 81 (1H, q, J=6. OHz) , 3. 90-3. 70 (4H, m) , 3. 30 (2H, d, J=5. 1Hz) , 
2. 95-2. 60 (4H, m) , 2. 19 (3H, s) , 1. 36 (3H, d, J=6. OHz) , 1. 05 (6H, s) . 
MS(ESI,m/z) 496(M+H) + . 
^MM 2-3—2-36 

m&M 2 - 1 $5£XF2 - 2 ^^V>Ts J*l»!i 2-3~2-36 &#fc e 
4 5 ~ 6 0 ^^i~ 0 
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a vftmutg: ^fc%m&m v \ mm son 1 ( o . 5 %aw ? ^mmru 0 . 

^0.1~1 000 0/i M&^tpv^ ^/i-^/V^v' K^^rigiffi-e 1 0 Ofg^L-fc 

i/K*f«n?l 0 Of Hilfct©^^ ^©f, ^^^iKi-^TcT)? 
:c/M£ 5 0 mMmk%^>'>^^mi&%: 1 ?a,/l4!f fc 9 1 0 fz 1 ^o^fc (^ft 
^ 5mM) 0 ^y^^S^^itificD^^^nU^o 4^i§*b^m. — 

PI*^(»=100- X100 

Zft&Q 5'0%®&*&^tm& (IC 50 ) tr^fefc 0 ^^StifS^l~6 O^U 

PTHMWffl 

2 0 R5W*fc& $ Itlt 5 ~ 9 jl#£f£'|£ SD7^f (0 — /K* • U ) 
ffrB^SriffiK (0. 5%^^A^^vt^^m60 ,'»Tl'mg/5ml/kg© 
J1*T\ gn^4Lfc 0 n^fq ~/M#te^$£<£>#>£ 5ml/kg ©ffl Jfc^ P 

JfiL^^^Lfeo if^PTHM^yy fPTH ELI SA^ry h (T-^v^A 
'Vtf-f-^x;*) *S*Sr*6 lld^bfc, 
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T % n ffl* 30mg/5ml/kg WSrfjo P T H^ffiHIKSf^ }3 



m 61 





iflLTf+PTHigjft (pq/ml) 














1-1 


13.2±2.6 


18.0±1.5 


14.6+3. 6 


15.9+2.7 


43.9±2.0 


25.0±3.2 


17.9±2.0 


14.8+1.6 


1-2 


8.8±1 .3 


12 .5+0.6 


13.4+2.7 


13.0+1.8 


28.5±5.3 


27.1±2.3 


10.5±1.3 


. 12.4±1.6 


1-3 


8.8±1 .3 


12.5±0.6 


13.4±2.7 


13.0±1.8 


23 .8±1.6 


25.1±3.9 


9.5+0.5 


11.6+0.9 


1-6 


11.9±2.4 


15.9±1.0 


8 .7±1.2 


9.4±2.1 


28 .9±6.9 


19.2+3.1 


10.0+1 .7 


8.3±0„6 


1-30 


14 .9±1.3 


14.5±2.7 


12.9±2 .1 


11. 1±2.2 


26.1±2.3 


24.2±3.3 


18.2+1.3 


13.8±0.6 



WJ3. 

PTuftmifmim ... 

2 0 HSTOfe&^-tirfc 5 ~ 9 MBN&B. SDyyf ( B — tv* • V ) \z$m 
fc&m&mm (0. 5 %;* ^t;l/n^7^) »tlmg/,5ml/kg© 

*) ^?IU^L7h 0 fe*S*6 2|C^Lft. 
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2-1 


13.7+2.3 


17.6±3.1 


25.1+2.3 


19.1±0.9 



mi c y p 2 d 6 
&1 o o%^it, 5 o%umm%^-rmm a c 50 ) &jk#>tc 0 ^m^6 3&u* 

S6 4(^Ufc D T>ioj ttlOAMg^t 



^63 





! ICso (yM) 


1-57 


>10 


1-59 


>10 


1-26 


>10 


1-27 


>10 


1-32 


10.0 
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>10 


1-34 


>10 


1-35 


>10 


1-73 
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>10 


.1-48 


>10 


1-80 
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IC 50 (pM) 
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mwmMMmffi&m l.tc 1 3 mm? y y (aw) ? > 

5 V-^/VT^a— 7V • a— >ifi^?ftfSI$^ 1 0 v. g/kgOffilT?AT^Lt ^ 

MnS4Lfc 0 (AiWBi) fcovvctto. 5% 

10 ^5Vvi?/vn~*^£Sni£^Lfc. 0 

^»l3 0t, #p(JioVM:S#»^«jfiL^^U AfWLfeo jfiL 

I CTP<D8U^£r7l5flREL I SA3r<y h (TRatLaps ELISA 
Nordic Bioscience Diagnostics) \s 7c Q 

15 ^oV^TgP^ffgfj^O. 2.5, 0. 5. 1, 2, 4^P H mf-JS»J:^«U 
jfiL?f Sr^St Ufc 0 Jfitff P T H$l3£fc ^TfrlKE LISA^yh ( Trat intact PTH ELISA 
hJx Immutopics) ^-^ffi ~Lfc 0 
MICTP M^kfj^il 6 5 jfcifJ P T Hi^^ 6 6 Lfc e 

20 ^65 





ik^ I CTPftH (ng/ml) 




29.21±5.14 




20.93±3.18 




26.10±3.45 




21.77±3.34 


EH 


18. 84±2.356 



Mean ± S.D. , n=5 
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5 ^ttb^^(D I CalWl^V^^Srio -fe^t-s ii^iWO 9 9/ 

5124 r— B>m\z, ^7/vv->>A^#:<Di5a«ij(Dr5/^-r^*5v>T 

i-5^^«^'t4-efe^» ^ttSo uvMb^f* i o ti M^T© i c 50 #c 

10 0. 1 liMgT© I CjttSr^-rSoJ i:IB«6$tbTV>ao 

is ( i ) «uMb^<H9:#1-5 ~ laot, ^ h 

20 &><5 0 

©fcio^T ; m 1 ~* 6 0 K^VfcM V ^ ^JRISWb^feO I C 50 IRteV^Tfrbfc 1 

25 OcDfc^m^^Xfe^^hv—MZ&^Xl. 8~3. 3-f& N n = 1 ©firfHtfefc^ 
v vc« i . 8 fg$> p N ;^q»Efb^»V % ^t>*Hl'fc P THM«^ £^rr & 
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— ttl^$tl§NPS-2 1 4 3fcoVvT\ ^iiM^o fc £ i ^ NP 
S-2 1 4 3©PTH^«KlE^^tt^tt9m*e&-C*Sr. ^dSflm^ttfco 

^jfii^ P THO_h#ttBRft kfrft^o Hm^i) l-l ¥$&3£K.t* HJfrfcl 1 - 1 

i^m %m u mm 4 ^ & m e> frtzm 9 > ftursm c y p 2 d 6 B&wffMB #391 \ 
it, ^mmmz-m#>x$mxh&k%%.it>riz> 0 - 
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ft ■ 



H 3 C / CH 3 




(1) 



R A te, R c -OC (=0).0-C w 7;^l/y-0-tfefiOH-NH- 

10 gr^L-s 

C H 7^a*^ APC H 7^n^^ C H 7H;VS, t'F 
15 P^V-C H 7;^;VS, C H 7^7$;-C H 7^S, c H W=/H, 
7 7 ^df/H, 7 » C„ TA^A^T ^'(C H X/I^/k) 7 5/1, 

C„7^3^^-C H 7/V^S, 7" ^7/1, ^bPl, ^/l^p/ 

20 x 1 !^ -0=0-, -c=n- n wmmtti-mnmtt^u 

-S-, -SO-, -S0 2 - - (CH 2 ) n -0-, -O- (CH 2 ) ml -, - 
(CH 2 ) tf -NH-, -NH- (CH 2 ) - (CH 2 ) m3 -N (CH 3 ) -, -N (C 

H s ) - (CH 2 ) m3 -, C H 7^VyI, -S0 2 -N (CH 3 ) -, -N (CH 3 ) - 
SO a -, -NHCO- -CONH-tfcttC H 7;V'^=V'^M/TU 
25 ml, m2&£&m3fe^ *Mth0 7bm2<Dmfc&7FV, 

x 2 ^, -c=c-, ^mm^xnmnm^mu 
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C„7^a^ apC h 7M;^ apc m T^3^ #/l^J?^ 
S/yl^ 7jc^* N ^7/S N ^fPl, 7x^;H, C„^B7^;H, is (C 

VM«t5R 6 iR'«}^ ot -CH = CH-CH = CH- -C (OH) - 
CH-CH=CH- -CH = C (OH) -CH=CH- -O- (CH 2 ) kl -0- N 

-o- (ch 2 ) ,2-, - (ch 2 ) to-zmmir^ 

R^it^R^^CTK^^-CfcU, ^On^lt^S^ Z|i-SO r N (C 
H 3 ) - (5£rf\ fiftlHS-^ttatVIC^U ^ol^|^W}^t5) £^G« 



2. TfB^; (1' ) 
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4. n#\ 

/ ^ C ,_ 7 T v-y^T ^ / > V y;v^r n * f^/l^ C M T/V- n ^ ^_ ^ - 

» N 7x^;H, ^^> /V ^ i> (C 1H5 771^/1^) T 5 J S^fcfte f n^-T?fe^>^\ 

X 1 ^ -C = C-£fcte-C=N--?&9, 

Z# s -S-, -SO- -S0 2 - s - (CH 2 ) nl -0-, -0- (CH 2 ) nl - - 
(CH 2 ) „-NH- -NH- (CH 2 ) - (CH 2 ) (CH^ — N (C 

H 3 ) - (CH 2 ) ffi3 - s C 1 _ i T/^Ul/m^fc.nC 2 ^T/^~\s>m-VfoV) s 
--"?\ ml, m2:&J;tJ*m3#\ 2 C>^-Cfe 9 \ 

R\ R 7 ^IFR 8 ^ ptJ-XttUfcoTv *ivetL7k*iR^-^n^^ c H T;v 
^Stfclt C M T^ndf >^St^5^\ £>3V^P^-r£R 6 ^R^-^&oT 
-CH=CH-CH = CH-Mt5, 

5. njj,9, 

R 2 RXfR 3 *K R-XH»Ji:oT, ^-e*vjc|fil^ ^tt^XGC^ c„7;Pa* 
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zt>K -s-, -so-, -so,- - (CH 2 ) n -o-, -O- (CH 2 ) ml - N - 
CH 2 -NH-, -NH-CH r , -N (CH 3 ) - % ^^W*fcWttT^ Vi^fc Y) % 
--T5\ ml^ 0^fc«l-Cfe«9, 

x 2 #\ -c = c--r?fe«9, 

R 6 , R 7 ^R 8 ^ i-xfj^ot, -^ttmTk*^, ^n^m^tcfcC^ 

fe^V^P^-f^R 6 i;R 7 ^-»oT-CH=CH-CH 

6. 4- [2- [1- [(2R) -3-[ [1- (3-7/l>^n-4-^^/^rcn^) 
-2-^^V^°i3^>'-2— r/VOr^y] -2-t Ke^^PtaK^] ^/v] 7 

4- [2- [1- [(2R) -3-[ [1- (3-^/V^-n-4-^^/V-^^=/V) 
-2-^^/V^°n^^-2 — f/V]7 5/] -2-fc?n^n^] 7 
a / - 3 - J* >>->S^S#Bfts 

4- [2- [1- [(2R) -3-[ [1- (t7^I/y-2->f/>) -2-^^yV 
^n^^-2 — -2-t Kp^^tV^v] ^/Kl ^ccV^X] 

4- [2- [1- [(2R) -3-[ [1- &<7#u-y-2->( A>) -2-^/P 
— f/l/]75/] -2-t Kp^p^S/] rc^/V] ^^/^>>] ^ 

4- [2- [1- [(2R) -3-C [1- (3v y ^-3-> f/P) -2-7^/1^7° 
p^-2-^]7^/] -2-t Kndrv-^o^df-v] 'ac^/V] r7^y^>] ^& 

4- [2- [1- [(2R) -3-C [1- (4-^PP-2-7;PtP7x^) 
-2-^^/^p^^-2— y] - 2-t Kp^^p^^] ^/V] 7 
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4- [2-11- [(2R) - 3 -[ [1- ( 3 _ 77 ^n- 4-p<^^^^— ;V) 
-2-^^^n/^>--2-^/v]T^y] -2-fc Kp^^n;^^] y 

5 3- [2- [1- [(2R) -3-[ [1- (3-7;Vjru-4-^^;V7^~;V) 
-2-*J-;V7°xi^l/-2-^ ;V\TXJ} -2-fc Kn^^cr^?^^] ^>v\ y 

4- [2- [2- [1- [(2R) -3-[ [1- {*ry?U^-2-^;V) -2- 
* fvK/n 2 -> f/v] T 5 / ] - 2 - fc Kp d^i^n y^ =-;v] 

io tr=>] 5fcA«t 

3- [2- [1- [(2R) -3-[ [1— (^-^^v^-2— T/V) -2-^^/V 
7 t> nyN°>'-2— (M7%S] -2-fc Kodri^n^v-] j^/P] :7 « 

4- [2- [2- [1- C(2R) -3-[ Hi— (3-^/^a-4-^^/^cn 
15 -2-^^;^n/^-2-^;^7^] -2-fc KpW»jK^^] 

4- [2- [1- [(2R) -3-[ [1- (3-^/^n-4-^^^ai^/V) 
-2-^^/^n^^_ 2 -^7V]T^y] - 2-fc Kn^^naH^] at^/V]' 7 

rc>^-XJ -3, 5-^^,lfi N 
20 4- [2- [1- [.(2R) -3-[ [1- (4-^P-2-7Wn7x^V) 
- 2-;*^vK/ti^- 2— f/V]T=- /] -2-fc KP^>-7°a^i/] ^/V] 7 

* / ^rix] - 3 , 5 - j-ji&Mmm. 

C [i- (i~y# v^-2-^r/v) -2-^^/v 

fc KP^S^nsKdrV] i^/V] -^X^A-] ^ 

[ Cl- (t7^l/y-2->{;l/) -2-^^/V 
fc Kn^V^P/KdrS/] ac?vl/| ^V^V] 3tS 

[ [1- (^-7^l>^-2->f^) -2-;*^ 
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4- [2- [1- [(2R) -3-[ [1- (±7?Vl/-2-^;V) -2-*^;V 
y>uH^-2-J?V]T^;l -2-t Kndri/^n^df>x] rc^/V] y ^;V7.;vy 

4- [2- [1- [(2R) -3-[ [1- (rt~7$ Uls- 2--f/V) -2-^^VV 

4- [[2- [1- C(2R) -3-[ [1- <cTy$ Ul/-2-^ $ )V) -2-^^/V 

2- [[2 - [1- C(2R) - 3 - [ [ 1 - \sls-2-^;V) -2-^^-;V 

15 . 3- [[2- [1- C(2R) -3-[ [1- (1-7#U>-2-^JV) -2-^^/V 

4- [[2- [1- C(2R) -3-[ [1- <j"79\s>-2 (M -2-^^/U 

/a/^-2-^/HTU] -2-t Kn^^/p^i/] ^/l/] ^^/^r>^] ^ 
20 ^/w] '3fc&#Bk 

3- [[2- [1- C(2R) -3-[ [1- (3-y;V3ru-4-f?~;vy^;V) 
-2-*<3~?V7°us<>—2->(;V]T^;'] -2-fc Kn ^isfxHR^l/} ^;V\y 

4- [[2- [1- [(2R) -3 -[ [1- (Z-7/V3ni-4-^;Vyz*~;V) 
25 -2-^f;^n^y- 2— -iVklT^ 7] -2-fc Kn^r^^n/J^V] rc^/k] ^ 

3-:7/WT2-4- [[2- [1- [(2R) -3-[ [1- (3-^/^13-4-7 
^Vl^^c^/Ix) -2-^f;^P/^-2-^/H7^y] -2-fc Fn^ri/^n^^ 
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4- [[2- [1- [(2R) -3-[ [1- ( 3 - 4 f;W7x^;V) 

- 2 2 /] - 2 — t KP df-S^P #^^] a^VV-] 7 

4- [2- [1- C(2R) -3-[ [1- {3-7?^n~A-^^-;V7^z=-;V) 
5 -2-^f/l'7 0 a/^-2-/f^]7$;] -2-t Kn^*^P#3p->'] 7 

* / - 3 , 5 - h^sgmmwt, 

4- [2- [1- [(2R) -3-[ [1- (3 -Z7?X>3rxi — 4-*^;VZ7 
-2-^Wa/^-2-^l/]7^] -2-t Kd^/d^V] 3^/1"] 7 

* / 3r^] — 3 -~ h n^S#Sls 

10 4- [2- [1- C(2R) -3-[ [1- (3 -*7?VJrxx-A-*^-!V7^~}V) 

— 2-*=f~;V7xis<l/— 2— f/K|T^ /] -2-t KP^^7°n^V] a^/P] ^ 

4- [2- [1- C(2R) -3-C [1- (3-7/V^-O — 4-^f;V7ss /V) 
-2-^^/^t3^^-2— ' f;H75 /] -2-t Kp^/p^v'] at^/H ~7 
15 a/^V] -3-^inn^E«> 

4- [2- [1- C(2R) -3-[ [l - (3 -y;v^-n- A-^^/vy ^~/v) 

— 2—*?')V'7u*<Zs—2 — -2-t KP^i/^n^^xf/V] 7 

4- [2- [1- C(2R) -3-[ [1 - (3-7/U$-u-4-*<?-/ls7^~/l>) 
20 - 2 -7< ^/U^ta^V- 2 -^T/V]T 5: /.] - 2~ t Fp ^V7p^> V] ^/V] 7 

4- [2-11- C(2R) -3-[ [1 - (3-7/V$~u-4-*<?-/V7^^;V) 

- 2-^f/V/P/<y-2->fA']75 /] -2-t F^^O/J^iX] ac^VlT] 7 

* / 3r i*"] - 3 - h y 'f'/l&MmWLs 

25 4- [2- [1- C(2R) — 3-[ \.\-\Z-y)Virxi-A-^^-)V7^^}V) 
-2-^^-/^x1/^-2-4 ;V]T^ Si - 2-t kp^^/p^v'] 7 
31/^3 -3-7/V^u^a« 

4- [2- [1- C(2R) -3-C [1- (4-^nn-3-7^t2^rc^^) 
-2-^^/l/7 D P^^-2-^/V]T$ /] - 2-t KP^^7o*>^] 3^yl>] y 
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4- [2- [1- [(2R) -3-[ [1- (4-?VU-3-?A>3-V2 7^—sV) 

7. n^O-e&S. If ^ 1 £ fete 2 fBmC"ffr^#K ^O^&fcfl^&frS&^fc 

8. OT'fe^ 

R 1 ^ ^c^S^fc^C^T/V^^ixS-Cfe^s 

X 1 ^ -C = C-*fctt-C=N-T?fc!K 

R 4 C H T/v^;um^ ± « C p 7^^;H-efe % 
R 5 ^ 7 X^M^l?fe!9, 

R\ R 7 RX£R 8 1)K m-XteMteoT, ^tb^*i7kmm^ a^>^ C^T/V 
^1*^(10^7^3^^^^^ feSlMSP^i-SR 6 i;R 7 ^— ||^ ioT 
-CH=CH-CH=CH-^t§, 

9. 0T^^ 
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J ^ C ,_ 7 T vWT 5: y MJ n C M T/P = i> - ;=vt^ N 

X 1 ^, _c = C-^fc^-C = N-l?fc«9. 

- x 2 #^ -c=c-~c&^ 
R^^xm^-efc^, 

15 -CH=CH-CH=CH-Mf5, 

10. 2* - [1- C(2R) -3 — [ [1- (3-7/^0-4-^^73:^) 

20 3 — ^^/Hf7cc^./P-4~^/V-#>'^ > 

2' - [1-,.[(2R) -3-D. [1- {^-^nn-Z-yiV^-xiy^^jV) -2 
-^.f/i/7n/^-2-/f/H75/] -2-fc Kp^^P/K^^] ac^/kl -3- 
^/t- tf 7 * c^/k- 4 - # /V/}? i/^ N 

2 5 - [1- C(2R) -3-[ [1- (3-^nn-4-^^7rc^7l^) -2- 
25 ^^/^n/^^-2-^/V]T5 7] - 2-t Kndei/yn/ff^iy] ^/w] -3-p< 
If 7 at —/V- 4 

2' - [1- C(2R) -3-[ [1- (A-?un-Z-*?~/V7^~jV) -2- 
^f/l/7o/^-2-^f/l/]7^] -2-fc KP^i/7n/)N 0 ari/] oc^V] -3-p< 
If 7 at 4 - #/V/J? J^Bk 
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2' - [l - [(2R) -3-[ [1- (2, 
-2-^/1^0/^-2— jtV]T^ 7] -2-t KPde^^a^i/] rc^vi/] - 
3 - ^ ^Vl" tf^oi =^;V- 4 — #/VJ^ 

2' - [1- [(2R) -3-[ [1- (4-^PP-2-7/Vta7x^) -2 
5 fvK/n^^- 2 — (Vk] T ^ J ] - 2-tFo ^f^n - 3 - 

2' - [1- C(2R) -3-[ [1- (2-^/^n-4-^^y^^/V) -2 
- ^ ^/KT'^V- 2 — i MT ^ / ] - 2-tKP ^v^a z^iX] ^^/V] — 3 - 

10 2' - [1- [(2R) -3-[ Cl- (4 -xf 3 - 7x^;V) -2 

-7^f;v7p/^-2— f/HT^y] - 2-t Kp^p*°^] ^/v\ -3- 
y ^vp t* -7 ^ A-ts ^ >Wt^ 

3-^^-2' - [1- [(2R) - 3 -[ [1- \")"7 9 -2 
-^f;v7p/NV-2-^^]T^;] -2-t K^^P^iX] ^/l-] tf'^^c 
15 =/W-5~#/l^V^ 

2' — [1- L(2R) -3-C [1- (t7^Vy-2->fM -2-^^/l/7°n 
/N°V-2-^7k]T5: y] -2-t Fp^7p^>] xf;k] t^^^/V-3, 5 

2' - [(^o7Pt>) [(2R) -3-[ [1- (^-7^i>>--2— f/V) -2 
20 -^^7°P^y-2--f;W]T$>/] -2-t Kn^^ntf;^] y^fvKl -3- 
y ^/V 7 a 4 - 7J >M* ^Bk 

.2' - [1- [(2R) -3-[ [1- 
/^-2W;V]7v;] - 2-t Kn^f^n^^r^] ■a^vV] - 3 -^^vM^* 

25 2' - [(V^P/PtVV) [(2R) -3-[ [1- (3-7/^13-4-^^/^ 
ai^/V) -2-y^/V7 P Pi^>'-2-^/HT5:y] -2-t Ku^S^us*?^] ^ 
- 3 - y ^vW t* 7 m ^/V- 4 - # A'Jfl? ^gfe s 
2' - [1- [(2R) - 3-[ [1- (2> -y JVJru /V7^^jV) -2 
-y^7°P^^-2-^/V]T$y] - 2-t Ka^r^^^^r^] ^^VKl - 3- 

194 



WO 2004/094362 



PCT/JP2004/005886 



* f-;v t7 a ~;\>— 4 /V/j? vg^ 

2' - [1- C(2R) -3-[ [1- (3-7/l^tt-4-^ s ?VK7cc:=./l7) -2 

-^^/^o^^-2— f/klT^ 7] -2-t Kn^$^n^v] 3^/17] -3- 
7< ^vVtf 7 m^/i>— 5 —&A'&>Wt^ 
5 2' - [(i'^nT'ntVV) [(2R) -3— [ Cl- (4-7*3 13-2-7/1^13 7 

^vlTJ — 3— *^;V\£~7^~7V— 4— jfrA^Xlk 

2' — [(^D^PtW) C(2R) -3 — [ [1- (4— 7 PP- 3— 7/1^137 

10 ^vi/J - 3 7x^-4 -^;wfyt s 

2' - [1- [(2R) -3-[ [1- (3-7/1^13-4-;* h^i/7a^/l7) - 

2 - ^f ;v7P^y- 2 ^7] - 2-t Kp*^/e»^] 3^/i7J -3 
-^^;l/t7x=;l/- 4— .^/l^Vfik 

3-^^/V-2' - [1- [(2R) -3-[ [1- (3, 4-v^^7ni^/l/) 
15 -2~^^-7V^xi^-2 -^MT^ 7] - 2-t FP^v'/n^v'] sc^/iTJ f 
7 *. — /I^— 4 - * /WaJ? ^|fe % 

2' - [1- C(2R) — 3 — [ Cl- (4— *^jV7^~7\s) -2-^^/1^713^ 

- 2-t KP^^P^ix] 3^/17] -3-^W7x3 

/V— 4 — ^/V-^V^ 

20 2' - [1- C(2R) -3-[ [1- (4-^on-3-^ f^77x^) -2 
-^^7n^y-2-^;HT5 /] - 2-t Kp^i^/B^i/] - 3- 

2' - [1- [(2R) — 3— [ [1- (4-xf/V7xx;V) -2-^f/W7°P^ 
^-2-^7^17^7] - 2-t Kpdf*^/p#^] m^vlTJ -3-^f;Vt7xn 
25 4 

2' - [1- [(2R) -3-[ [1- (4-^PB-2, 5-^7/^l3 7rc^/V) 
-2-^^/V7c3yN^-2 — iMT^Jl - 2-t Fcafv'/P^y] 3z^/P] - 

3 - 7- fc7x^-4-* /i/tf i/Wt* 

2' - [1- [(2R) -3-[ [1- (t7^^y-2->f^) -2-^f^7a 
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^^-2-^7V]T3:y] -2-fc Fn^^n/K^;/] ^>v\ -3-7 f^vtr^ 

2' - [1- C(2R) -3-C [1- 

5 ;V—A— % /l"7$ 

2' - [1- [(2R) -3-[ [1- CT-^V^- 2-4 /V) -2-^^/V^n 
^^-2— f/V]7 5 7] - 2-fc Kn^P*^^] ^/V] - 3- (hV7/^ 
n p« ^vv) fc:7 a — ;v- 4 /Vs}? ^gfc, 
2' - [1- [(2R) -3-[ [1- (2-7/^n-4-^ - 
10 2-^^-;Vy°u^^-2-4 MT%S] - 2-fc Kn^V7°n^^3 ^^Vl-] -3 
— ( hV ~7?V3rxi ^ \f7^=.;V- 4 

3 -^;V- 2 ' - [1- [(2R) -3 -[ [1- (^-^^v^-2— Y>V) -2 
— T^/K^n 2 — f;v]7^y] -2-fc Ko^ti^e/] rc^vH fc^a, 

15 2' - [1- [(2R) -3-[ [1- (3, 4-^PP7x^;V) -2-^;V 
~? xl/ ^-2-s(>V\T^J^ - 2-fc Kn^r^n^i/] rc^vi/) - 3- (hV7 
jU^r V ^ \?7 m C^/V— 4 —?} 7Vi$ 

2' - [1- [(2R) -3-[ [1- 1^-2 — f/V) -2-^^/^n 

^f- 2 — f 71^] T 5: 7 ] - 2 - fc Ko ^^7*P J^vO ac^vl/| - 3 V 7°V M°/V 

20 fc"7oi^/^-4-^/V^^ s 

3-^9Vv-2' - [1- [(2R) -3-[ [1- {3-7;v^rxi-A-^^/vy 
^=^;V) -2-^f-/Uy°ti^^-2 — T/V]T^7] -2-fc ^n^^zfu^Ul ^ 

2' - [1- [(2R) -3-[ [1- (3 -7/V3rvi-4-*3-7V7^~ ;V) -2 
25 2-4 MT^ y] - 2-fc Ko^v'/P^^iX] -3- 

2-^nn-6-[2- [1- [(2R) -3-[ [1- ($-~7 ? Uf- 2 -< ( ;V) - 
2-^Wn/^-2-^;v]7^;] - 2-fc Fn^^nzjfdrv/] rc^/v] 7^ 
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2' - [1- C(2R) -3-[ [1- 

2 — f/V]7 5/ ] - 2-KKp ^ri//n ^;V\ - 3 -^p t°/Vt*:7 
=c=/V— 4 — #/I^V@£ N 

2, 3-^^/1—2' - [1- [(2R) -3-[ [1- tf-7ftui/-2-^;V) 
- 2 - 2~4 7V]T ^ /] -2-t Kn^fi/yp^^] ^/v] tr 

2' - [1- [(2R) -3-[ [1- (3-7/VJrv-4-?^/V7^/U) -2 
-^^;VZfu^-2-4/V\T^J'] - 2-t Knari/r/p^^] oz^/V] - 3- 
kVv-tf 7x=;i/- 4 — #/I^i/@£ s 
2-^pp-6-[2- [1- [(2R) -3-[ [1- ( 3 -^/P^-pt- 4-^^/1/ 

3, 5-^^-2' - [1- C(2R) -3-[ [1 - (^-^^?v^-2 — f ;V) 
-2 - ^ f;^P/^- 2 -^^] 7 ^ / ] - 2-t Kp^t^p^^] f 
7 m ^/v- 4—^7 /wtf? j^gfc; 

2- [1- C(2R) -3-[ [1- (^-^^i/v-2— f/lx) -2-^/K7°n.^ 
>— 2 — f;V]7$;] -2-tKP ^r-^r n 7}f 3^] ^/V] -m-TVV^-/^- 
4' -*;^>E 

2' - [1- [(2R) -3-[ [1- (3-^/1^-13-4-^^:7^/^) -2 
-^/K/p/n°^-2 — f;u]7^] ^?v\ -2, 

3 — t* 7 a: ~/Ix— 4 - # /1^VSI N 

2' - [1- [(2R) -3-[ [1- ( 3 -7/^n -4-/^/1/ r7^/p) _ 2 
-^f;^n^y-2-^;i/]75;] -2-tKo^P^] ^^/k] -3, 
5 f/Hf7x=;^- 4 -%?V7$l/m, 

4- (tFn^f^) -2' - [1- [(2R) -3-[[l- 
2-^/U) -2-*?~;v7u/<l/-2-^;V]T^;l -2-tKnWn^j 
t^^—zlx- 3 -#/l^V^ s 

3-^fy7^-2' - [1- [(2R) -3-[ [1- {*)-7Zui/-2-^jV) 
~2-^^;vzfn/*i/-2-4 ;V]T% /] - 2-t Kn^^n rc^] t* 
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2' - [1- [(2R).-3-[ [1- O-^/Vti-U-l-t^/Vzr^-jV) -2 
-* ^/Wust-y- 2 — f;H7?;] -2-bFP ^r/n aK^v] j^/v] - 3 - 

2' - [1- [(2R) -3-[ [1- (3-7/V^U-4-*^;V7^/U) -2 
-*^7°^^<^-2-^/U]T^/l -2-t Kn^n^$/] ^gvv] -4- 
( t K P is* f-Ad \f? ^~;v- 3 - # /vtf? >-^ s 
2' - [1- [(2R) - 3 -[ [1- (3-^7^u-4-^^^^^/V) -2 
— *^/Vzfu/*ls-2 — -2 — t Kn^$^nj#dK<| :x.^yi/] — 3 — 
(2 — *f-/U— 1 -/p^/^) tf^cc^/V- 4 —jjjV&ls&U 
2' - [1- C(2R) -3-[ [1- (jr? 2 -2-^/K^tt 

-^-2 — f;H7>;] -2-t Kn^>^n#^] ^^/v] -3- 1 Kta^i/f 

2' - Cl- [(2R) -3-[ [1- (3-7^X1- 4- *^;V7*.~/V) -2 
-^^a/^-2-^f/H7^;] -2-t Fn^^n/Jfdr^] rc^/K] -3- 

3-^/v- 2 ' - [1- [(2R) -3-[ [1- (4-^nt2-3-y/^n^ 
-2-^^/^t2^i/-2--f/^]T$ y] - 2-t KP^r^o^^^] ^ 

2' - [1- [(2R) -3-[ [1- (4-^nn-3-7/Vtn7x-;V) -2 
-^^vK/ta^f- 2 ->r/^]T ^ / ] - 2-tKp ^V^"n /K^V] — 3 - 

2' - [1- [(2R) -3-[ [1- (3-7jVJrv-4-*^/V7^/V) -2 
-^f/P7°P/^-2-^;v]75y] - 2-t Kn^^7°n^i/] oc^v] - 3- 
(l-^f^7°Pt» tT7^^/V-4— X/lstflsfc 

2- ^A— 2' - [1- [(2R) -3-[ [1- 0-7^^-2-^/^ -2 
^/P/^i/- 2 ->f 4/]r 5 ; ] - 2-t KpWp^>] a^v] t^^ 

3- ^^-2' - [1- [(2R) -3-[ [1- (~f7?V><-2-s(;V) -2 
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^ ;V— 4 - # 

4-^/V^-n-2' - [1- [(2R) - 3 -[ [1 - CT-^VX— 2 — f/U-)- — 
2-^^V^ p n^X-2— -2-fc: Kn^^n/Jfdri/] cn^vv] tf:7 
5 ;c 3 — 13 >Vi$ 

2' - [1- C(2R) -3~[ Cl- (3, 4-^aP7i=;V) -2-^^/V 
^in^^-2-^/l/]T3:/] -2-fc Kpdf^/ct^^] =cTM -2-^^/vtr 

7 ~/V— 4 — # ^ N 

2' - [1- C(2R) -3 — [ [1— (t7^Vy-2-^fA') — 
10 2-^/K7°n/-?>'- 2-^/V]7 5 /] -2-fc KP=3f^/n*^^] s^/v] Kf 7 
3 — ^/VtfJfBt 

2' - [1— [(2R) -3— [ [1— l^— 2-^A-) — 

2— ^^/K^n^i/— 2 — -2-fc Ka^^^ta^-e/] rn^v] tf!7 

15 2' - [1- [(2R) -3-[ [1- (3-^nt3^rc=/V) -2-^^/V7 d p^ 
>--2-^/V3T5:y] -2-fc Kn^ri/^n/Kdf-iX] m=Fyi/] _ 3 ^wtf^rc ~ 
4 -^77V/KV^ 

2' - [1- [(2R) -3-[ [1- (3, 4-^nP7x^k) — 2,—^>V 
•?'vis<i/-2-4MT^;'] -2-fc K^^yi-ttf?^^] ii^vV] 
20 /1^-4-^7/^V^ 

2-^7l/^n-2' - '[1- C(2R) - 3 -[ Cl- (-}"7# Vis- 2 ~4 M — ■ 
2-^^/V7 p n^>— 2— l'/V]T^/] - 2-t K^^tf^^] ^5VKl tf^ 

2' - CC^n^ntr/W C(2R) -3-[ [1- (t7>^ vy-2->f;V) -2 
25 -^Wp/^-2-^;H7^/] -2-t Kn^v-^P^f^ri/] ^ ^/V] -3- 

2' - CCv^^ntW) C(2R) -3-[ Cl - W- 2 — Y/V) -2 

-^^^n^^-2— f;l/]7 5 /] -2-t Kn^p-^d^V] jjt^vv] -3- 
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2' - [(^pypt» [(2R) -3-[ [1- (-j-7&U^-2 — f/U) -2 

— *<f~ns7n/*y—2> — f/HT^Z] -2-t KndrV^nj^dr^] ^^v] -2- 

tT y ^—A— 4 — %A'i$>WL^ 
2' - [(^P^P f/V) [(2R) -3-[ [1- (^-y^l^^-2 — <7V) -2 
5 -^^^n^^-2—f/V]T^y] - 2-t Kp^p*^>] ^^/V] -2- 

2' - [1- [(2R) - 3-[ [1- (3, 4-*/<!7Xixi-7^~;V) -2-*^/V 
yrus<Z/— 5: Jl -2 — t Fp ^ri^ p* ^^ri/] ^^/V] -2— Z^A^p* 

• t'7x — /V- 4 - # J^g^ 
10 3-^Pn-2' - [1— [(2R) -3-[ [1- {~T~7 $ Vy— 2 — f A) -2 
-7 ? ^y p n/^>'-2— T/V]T^ /] - 2-t Kn^v-^n^v-] Ji^vl/J tT7rc 

2' - [1- [(2R) — 3— [ [1- (-ry?Ul/- —2—^*3-?V?n 
s<y-2-^Ji/]T^/l -2-t Kn^^r/H/Jf^] a^/lT] -3--fntVx 
15 ^A-4-#A^V^ 

3-T5;/-2' - [1- [(2R) — 3-[ [ 1 - ? W- 2 — f/V) -2 

- p« 5VK7°n/-^- 2 — f A] 75/] — 2 — t Ko ^f^P ^^/V] \fy ^ 

3- (Tir^-;V-T5:y) -2' - [1- E(2R) -3-[ [1- (t7^Vy-2 
20 -^f/l') -2-^fvl^n/^;/- 2-^/17)7*5 7] - 2-t KP^P^^-i/] ^ 

3-^np2-2' - [1- [(2R) - 3 -[ [1- (3 -TVl^n- 4 — t*^vK7 
^-/V) _2-^^-/^pi^^- 2— -f/k)T5 7] - 2-t Kn^^n^ 0 ar>^] ^ 
^/l7] t^^~A-4-77/l^V^ 
25 2' - [1- [(2R) - 3 -[ [1- (3-7< b^fV-4-/f^7x^) -2 
-t^K/p^IX- 2 — f/V] T 5 7 ] -2-tKP ^r^n tf$cP<l o^/iTJ - 3 - 
^ f;Vtf73:^- 4 -TJ/V^V^ 

2, 3-^t Fo-5- [2- [1- C(2R) -3-[ [1- (^7^V^-2- 
-fA) -2-7<^7 D P^>'-2— f;V]7$7] - 2-t FP^r^/P^v'] 
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2, 6-^^-2' - [1- [(2R) -3-[ [1- \^7^\y^~2-4;V) 
-2-*J-;V7°us<i/-2-y(MT^;^ -2-t Kn^y^n^^] \f 

7 ax ~;V— 4 — # i^gft > 
5 2' - [1- C(2R) - 3 - [ [ 1 - (3-7/^U-4~^^/U7=a^U) -2 
-;*^vK7°n 2 — f/i-]T^y] -2-tKP^n^>] -2, 
6 - ?-A> \f 7 ^ ~?V- 4 -?J?V~m VWL^ 

3- (^^75^) -2' - [1- [(2R) -3-[ [1- (^*7^l>^-2 
-- T^) -2-^Wp/^-2- T7V]T^y] -2-t Kn^r^n* 0 ^^] ^ 
10 ^vv] tr^cn^/v-4-^;/^^^ 

2, 3-^t K»-5- [2- [1- [(2R) -3-[ [1- (3-!77K*-n-4 
->f^7xs /V) -2-^^/V7 P n/-?>'-2--r/V]T^ >] -2-t Kn^^q 

3—^^-2' - [1- [(2R) -3-[ [1- (3-^P^-n-4-^^7W 

2' - [1- [(2R) -3-[ [1- (3-7/^t3-4-^^^^=/V) -2 
-^f/P7a^y-2-^/V]7^y] -2-t Fp^n^>]xf/i/] -3- 
b^v-lf^rc=/k-4-^;/^V^ 
20 2' - [1- [(2R) -3-[ [1- (4-^Pt3-2-7;^P7x^) -2 

- 2-t Kndr>>^t2^>i/] cc^/V] - 3- 

^ b^^t^cn=/V-4-7J/^V^ 

2' - II- C(2R) -3-[ [1- (4-^P-3-7/VtP7x^) -2 
-^^7n^>- 2— f;V]7^ /] - 2-t ^u^^y°u ^/v] -3- 

25 ^ h^Vt^^^/k— 4— TJA-^Vl^ 

2' - [1- C(2R) -3-[ [1- {4-7UU-2-7JVJru7^~?V) -2 
-^f/^P^y- 2-4/^T^ V] -2-t Kn^r^n^deiX] rn^/k] -2- 
^ f/Hf7x=;l/- 4 -7>^V^ 

2' - [1- [(2R) -3-[ [1- {4-7W-2-7;V3rn-7^z=.)V) -2 
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5vK7°n,K^- 2 T ^ J ] - 2 - t Ku^n ^ V] az^vi/J - 2 - 

4-^^vV-2' - [1- [(2R) -3 -[ [1- (^-7^ -2 

t/t'^^- 2 --f § ^ ] -2-t Kn^^n^v] at^] tfT"^ 
5 rvl/— 3 - J^Bk 

2' - [1- [(2R) -3-[ [1- {Z-??VHrxi-A-ff-fV7^;V) -2 
— f ;v]7^] -2-t Kn^n^>] ^^vl/J -4- 

2' - [1- C(2R) -3-[ [1- (3, B-^BB7x^) 
10 7°P^^-2--f/V]T^y] - 2-t KndrV^n^ix] rc^] _ 3 _^^^ 
37^^/1 4 

2' - [1- C(2R) -3-[ [1- (2, 5-i?7/Vjru7^;V) - 2 -^^- 
7 K7n/^-2->f/KlT^ 7] - 2-t Kn^^P^^y] ac^VlTJ -3-^^/1^ 

tv^—zi— 4— jfc/M^Bk 

15 2\- [1- [(2R) -3-[ [1- (5-^X2U-2~-7/^ti-4-^^/Uy 
-2-* ^;V7u 2 — f /V] T % 7 ] - 2 - t Kn 3->7°n atf^J a: 

9vl7J -3 — ^/Vt*:7^=/v-4-;fr/M£V^ 

2' - Cl- [(2R) -3-[ [1- (3-^Pn-2-7;Vtn7x^;l/) -2 
^vK/ia^- 2 — MrO]-2-fcKP ^y7°P rcfvlT] -3- 

20 ^^Vl't^a^/l— 4— 7>/MJ?>^ 

2' - [1- [(2R) -3-[ [1- (3-7/U-^-n-4- MJ7^to^^7 
m^/i/) - 2 - ^ WP/'y- 2-/f A-]7 5 7] - 2-t Kn^.V7n^i/] rn 
fvlT] - 3 - ^ If 7 cc n/i^- 4 - # /lstf ^Bfc, 

2' - [1- [(2R) -3-[ [1- (5 -^n'n- 3 -2 
25 -^^/v^n>^-2--f/^]T$y] - 2-t Kn^r^n^i/] az^vi/j -3- 

2' - [1- C(2R) -3-[ [1- (3, 5-v?MJ7/Vtn^f;U7x=;U) 
- 2-^=M77°n/^-2 — 5 7] -2-t Kp^/a^^] ac^vi/J - 
3 -^f;Hf7x=;l/- 4 -7J/MJ?^ N 
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2' - [1- [(2R) -3-[ [1- (4-7*^-3, 5-^ ^;V) . 

-2-^/K7°n/-^-2-^f ;W7^] -2-fc Kn^>7°n^i/] ^,17] - 

2' - [1- [(2R) -3-[ [1- (3, V*l/-7^~7V) -2-*<f- 

^n^y-2-^]7$/] -2-fc Kn^f^P^V] ^9vV] 

tf 7 ~/k— 4 — ^/Wtf^gk. 

2* - [1- C(2R) -3-[ [1- (4-^PP-3-fy7;^n^^7x 
-/V) -2-^fvK7°u^;/-2 — fVKlT^/] - 2-fc Kndrv-^n^drv^] 

/V] - 3 - ^ tT 7 * 4 — # 

2' - [1- C(2R) - 3-[ [1- (3-!7/l^n-4-^/K7 3 i~/U) -2 
-^Wn/-?y-2->{;V]7^] -2-fc KP^/ajj?^] -3- 
t -^^vtr^^ -/k- 4 -#/i^V^ s 
2' - [1- [(2R) -3-CIl- (4-^ Dt3-2-^/V^-n^rc-/V) -2 

f/KlT^ /] -2-fc Kn^^7°P^^i/] ^;V\ - 3- 
t - :7*^Vk tf 37 ^ c=vV— 4 — # /Vtf? ^gfe % 
2' - [1- [(2R) -3-[ [1- (4-^ni=r-3-^/V^-n^^^/k) -2 
^K7°n 2 --Ol/|T$/] -.2-fc Kn^v-^n/Jf^iy] oi^/iT] -3- 

2' - [1- C(2R) -3-[ [1- {2,--7fV^xx-A-^^)Vy^jV) -2 
-^^vi^r/n^v— 2 — f/V\T$S] - 2-fc Kn^^p^^^/i/j -3- 
^ Y^y^fy a— 

2' - [1- [(2R) -3-[ [1- ( 3 - 7;^P - 4 - ^ ^7x^/1/) -2 
-^^7°ny?^-2— (/l-lT^/l - 2-fc Kn^^n^^] :x^/i/J -3- 

y 7 fc^^^/v- 4 — jjAstfi/Wt^ 

2' - [1- [(2R) -3-[ [1- (3-~7/UJru-4-?^/U7^~/l/) -2 
-^f^7PA>-2-xf/l/]7^/] - 2-fc Kndr^u^^rV] rn^Tl"] -3- 

( h y 7/^13 ;>< N drV) fc* 7 jcrvW- 4 —%/]stftsWt* 
2' - Cl- C(2R) -3-[ [1- (3- hV ~7>\'j>rVL* s f'>V-A-*=5~?V7^ 
~JV) - 2 f-flsfn^ls— 2 ~^]7 5/] - 2 - t Ko^^O'^V] ^ 
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2' - [1- [(2R) -3-[ [1- (4-^nn-3-7/^0 7i^) -2 
f^/P/^- 2 A'lT 5 y ] -2-t KP^v^n^v-] ai^vV] -3- 

2' - [1- C(2R) -3-[ [1- (4-^pn-3-7/^C7x=;V) -2 
-^^/^n^°V-2-^7k]T^y] - 2-t Knari/^/}s 0 ^>>] ^/p] -3- 

1 1. TfB^ (1") T?^£ft5>fb-^ ^^m^^fF^^tl>S^fc}«(59^^ 




R 1 ' tt, *By£*fcW:C M T/V'=J^-v36Sr^U 

r 2 ' tk^Ss ^py«, t^s, c H 7^7$/a, apc m 7^ 

h7/^^S. tFn^-C M 7/v« N ^ (C K 7/^;v) 75yS4fctt= 
R" tt % C„7W£ifeliC„^n7/^;H^U 

R 6 ' tt % ^n^Vig^ C^TV^/l^ C H 7/Va^fc|jyNPC H 7» 
CH-CH = CH-«f5, 

R 7 ' «\ Tk^M-^s ^n^Vig^ c M 7;i/^;H, C H 7;Va^^Slfc»/NPC 
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12. t!B5£ w") ^^fiut^m, ^(Dm^m^nm^fh^m^tc\-t^(D%^ 




1 2' II 

5 R 0 

R 2 " IX C K 7;v^S^L, 

R 4 " te," * f-frm&fttels? p^p tT/i<KSr^U 

R 6 " J* % /Na^^M^^^C M T^^vSSr^U v 

13. 2' - [1- C(2R) — 3-[ [1- {Z--7?Vi>m-A-*=f-?V7^~)V) 
-2-* fAsfn'-fy- 2 — r$/]-2-tFo 3r^7°n *K^rV] - 

15 2' — [1— [(2R) — 3— [ [1— (4 - ^ P P - 3 - 7;PtP 7x^/V) -2 
-^^Vl^/n^V- 2-^/1'] T%S1- 2-fc Kndr^n^^]^^/!^] -3- 

2' - [1- [(2R) -3-[ [1-. (3-#t3n-4-7<^VK7;c~/k) -2- 

20 ^vH^a^/V— 4— j&^tf^Bfe. 

2' - [1- [(2R) -3-[ [1- (4-^PP-3-/f^7x^/V) -2- 
;7-FvK7°n 2 — r/V] T^/]-2-t KP^7°n^V] ^/kl -3-^ 
^yH? 7 zc 4 — 

2' - [1- C(2R) -3 — [ [1- (4-^n-2-7^P7x^;V) -2 
25 -^^/V7°a^i/-2--f7W] 75/]-2-t KP^V7°P^i/] j:^]-3- 
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7 If 7 ac - A'— 4 — # ^Bfe N 

2' - [1- C(2R) -3-[ [1- (2-7^13-4-^^7^-^) _ 2 
-^f;V7°n/^-2-^;H 75/]-2-t Ku.^n#^>] ^?vl7J-3- 
7 f/H;^7x^- 4 — 

2' - [1- [(2R) -3-[ [1- (4-x^-3-7;^p 7x - ;1/ ) _ 2 
-^f;l/rn/-?y-2-^f/!/] T$ 7]-2-t Kn^^n^ix] oc^/v]-3- 
7 9VVtf 7cn~/W- 4 — 

2' - [1- [(2R) -3-[ [1- (3-7^to-4-^f;V7x^) -2 

2' - [1- C(2R) -3-C [1- (3-7/^n-4-^^/U7oi— /l^) -2 
-^f;P7n^y-2-^^] T^/]-2-t KP^T'n^v'Jxf;^ - 3- 
^ 7 x=;l/- 5 -^^ygl, 

2' - [(^n7ntW) [(2R) -3-[ [1- (4-^nn-2-7^^-a7 
^-/v) -2-^f/l/7n/^-2-^;k] 7^7] -2-t Kn^77n^7] 
7 ^vP] - 3 — ^ \f ~7 a 4 — iJTVM 

2' - [(i/7n7°ntV^ [(2R) -3-[ [1- (4-^pp-3-7/^n7 
cn^/V) -2-^Wp^7-2-^;H 757] - 2-fc Ko^^n/Jf^] 
7 5vl7J- 3 ~7^/Hf 7;c — /V-4— 77/V^V^ 

3-7^/1—2' - [1- [(2R) -3-C [1- (3, 4-^f^7x^) 

- 2 -7 9VK7° */-?;/— 2-^;k]7$;]-2-fcKn '^A-] tf 

7 ^ ~/V— 4 — 77/V/J? ^g| s 

2' - [1- [(2R) -3-[ [1- (4-^^^^-/V) -2-^^713^ 
^-2--T/V] 757]-2-t Kn^iX7°n^>]x^]' - 3 -7? ^/Vtf 7^- 

2' - [1- C(2R) -3-[ [1- (4-^nn-3-^ h^>7^^U) -2 
-^f;v7nXy-2-^^] 7 5 7] -2-tKn^77°p^7] at^vv] -3 

- 7 tf 7 rvl'- 4- 7V 

2' - [1- [(2R) -3-[ [1- (4-^^7^-/P) -2-75vV7Wn° 
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f-2 — f/K| 7 5 7]— 2 — t: KP^s</asj«^] ^/V] - 3 -7 ^/Hf 

3-^^-2' - [1- [(2R) -3 -[ [1- (3-7/1^-0-4-7^7 
AO ~ 2-^^/V7°n^^-2 — f/V] 7 5 7] -2-t Kp^^p^>] 
. 5 :n^v!/] tT 7 a 4 — # >^ 

2' - [1- [(2R) -3-[ [l- (3 -7/1^13 -4 -7 5^7^-/17). -2 
-^^•/V^n^-y-2-4/V] 757] -2-k Ko^o^#] -3 
—4 y 7c* tf/nf 7*-^ 4 — ^/W/RVS^ 

2' - [1- C(2R) -3-[ [1- ( 3 -7;U*B ^ 4 - ^ ^;V7 x's/U) -2 
10 -*^/U7 p us<l/-2 — f/lTJ 757] -2-tKodrv'7 , P5KdE->x] 3^/lTJ -3 
-7*n fc^tr^arvv- 4 -#A^>^ 

2' - [1- C(2R) -3-C [1- (3-7/1^0-4-7^7^^/10 -2 

757] - 2 - Kn^^7P*^>] 3^/1^] -3 

77^t'7x^- 4 
15 3 -rc^/lx- 2 3 - [1- [(2R) -3-[ [1- (4-^P-3-7/Vtn7 
-2-7^V^n^^-2--r/V] 757] -2-t Kn^n*»] 
^5Vi7| tf 7oi~/V- 4 -#/l^FV^ s 

2' - [1- [(2R) -3-[ [1- (4 -yon -3 -7/1^-13 7^ ~/k) -2 
-7^70/^-2-^/171 757] -2-t Kc^>7d^>] -3 
20 — f 77o t7l^7cc^/V-4 -#/W?;x^ 

2' - [1- [(2R) -3-[ [1- (3-7/^0-4-7^7^—^0 -2 
-7^7°n^^-2--r/P] 757] -2-fc Ko^i^/o^drv-] a^/l/J -3 
- (1-7 f/V/P If AO If7 rc 4 -#/l^ 

2' - [1- [(2R) -3-[ [1- (3-7 oo;7^— /l7/ -2-7^/^70-^° 
25 i/-2--T/V] 75 7]-2-h Kndr^n^de>-]^/v] - 3 -7 ^;Hf 7 ^ 
7V-4-^7/V^V^ 

2' - [1- [(2R) -3-[ [1- (3, 4-^7opt7^-/l7) -2-7^/V 
7i3/N°>--2— T/V] 757] -2-t Fi3=3r^7°i3^^^] rc=M7| _ 3 _^^- /V 
If 7 « —/V— 4 — # /V/J? 
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2' - [1- [(2R) -3-[ [1- (3-^h^>-4-^^/^az^/V) -2 

- ^ ^/Vtf 7xsA^- 4 — J&A'JJS^Bk 

2' - [1- [(2R) -3-[ [1- (3, 5-^»B7x^) _ 2 -y^ 
5 7 P P ^ V- 2 — f T ^ / ] - 2 - 1 K ia dr v-^n #^^] _ 3 ^ 

^ 7 cx cx/V- 4 - # /Wj? ^ N 

2' - [1- [(2R) -3-[ [1- (4-^oo-3-fy7^to^^7x 

/V] -3-^f-/Hf7xr:;i/- 4 — jft/PJiJ^Sk. 

2' - [1- [(2R) -3-[ [1- (3-^/V^-n-4-^^7^^/lx) - 2 

- t -7^t'7x^;l/- 4 -jfryl^i'ik 
2' - [1- [(2R) -3-[ [1- (4-^PP-2-7/Vtn7x=;l/) -2 

-^9vK7°n^--2--> T/V] T^/] -2-fc: Kp^^p^] ^9vV] -3 

- t -y^;V\fv =r.=^;v- 4 -77/1^;/^ 
2' - Cl- [(2R) ~3-[ [1- (4-^PP-3-7;^n7xr;v) - 2 

T 5 /] -2-fc Kn^r^n^f^^] ^^/v] -3 

- t -T^f /Hf 7x=;U- 4 *5£U* 
2' - [1- C(2R) -3-[ [1- ( 3 - h U 7;^p ^ 4 - ^f;V7x 

~M - 2 ^-/vzfn^- 2-4 ;V\ 757]-2-t Kti^a *K^>>]^ 
/V] — 3 -^f^tf7xsA*- 4 — -fr/V^l/^ 

14. 2' - [1- [(2R) -3-[ [1- {Z--7;Vj!rxx-£-^;V7^;V) 

3 - * tr 7 cx/v- 4 -77 >WU 

2' - [1- C(2R) - 3-[ [1- (4-7PP-3-7^P7x^) -2 

-^f;v<7 B nA>-2-^;u] T5^]-2-t Kp^b#^>]x^] -3- 
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2' - [1- [(2R) -3-[ [1- (3-^pp-4-^f^7x^) -2- 
2' - [1- [(2R) -3-[ [1- xm - 2-7 tVJrxi? ^;V) -2 

15. 2' - [1- [(2R) -3-[ [1- (3-7;VJru-4-??-;V7^^/V) 
-2-^^7^nyN°^-2-^/V] T^/]-2-t Ka^o^^] - 

16. 2' - [1- [(2R) -3-[ [1- (4-^P-3-7/^P7x^) 
~2-^f/^n^^-2— T/V] 7*$/]-2-t Kndr^n/K^ri/] ^^V] - 

17. 2' - [1- [(2R) -3-[ [1- (3 -^£2-4-^^:7^^) - 
2-^)V~7x2s^-2-^?V\ r^/]-2-t Kn^^ntf^] ^,v\ -3 

18. 2' - [1- [(2R) -3-[ [1- (4-^pp-2-7;^P7i^) 

209 



WO 2004/094362 



PCT/JP2004/005886 



.19. m^mmmtsth&ufck^ mmm^-ti^xm^mi^ism^-rM^m 

2 2. ft$b&fr&&lf&%l 17^1 8 (D^Ttb^^M(0^m, %(Om¥#)\Z-f?& 

mmm 0 

210 



WO 2004/094362 



PCT/JP2004/005886 



32. ^$m$-mmm7jijmi o^^-rnM-mm^^^ ^(om^m^rn^ 

3 3. 1 1^1 8 0V^f a tt^^^:|B^co^^l, ^SI^l^fF^ 

3 4. %/^>VJ>>^fct£ift1¥m<D I C 50 {ii:^ N ^IISP 4 5 0(DU^ffm(D I C 

3 5 . #/^>-? j»%.mmiffi>ftf%<D i c 50 nt^ % mwistp 450 (Dwrn^mco I C 

5Q {j£tf> 1 0 0^i^&3f«Ig3 4fBi4C0^/V^'>A^#:^m 0 



211 



WO 2004/094362 PCT/JP2004/005886 

3 6. WIP 4 5 OflSCYP 2D6Tfe5tM3 41B^©#/WX?A^##3£ 

3 7 . Mii P450^CYP2D6 Xh S Wf*S 3 5 fE^CO^/Vv' ? ^^^^ 

38. * >l^> A^fr^^ffl O I C 50 o . l jx M&ITT "9 N ii*^>tfffiffim 
C YP 2 D 6 ©RB^ffUB© I Cgo^ l A MJ^_h-efc5^/Vv-^ 

3 9 . i c 50 ifi^s o . i ix -rnkT-Q-h v % fi^ixmwm 

C Y P 2 D 6 (^WJl ©ICsoI^io^ M^_hT^ 5 , If ^ 3 8 |B«cD^/W 

4 o . %/^vj*^fc^M$m>km 3 o 3 3 (D^-r^mzm^(Djtj/v^^ a 

4 1. ^iftm^^&ffc^ ^^iLTffi^lMl S(D^-Tfimz.m 

Z>m-$i±te^:<Dft^mfcT*h 5 S ffijfc® 4 1 f5gcO P TH^»3i£iJ 0 

4 3. ^^^ft^3a7^Ml O^V^tt^fSicO-fb^, ^^l^fF^ 

4 4. ^J^tfSff^Igi 1M1 8 OV^^^fS^O^^ ^©^ftHCff^ 

212 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/005886 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07C217/28, 229/64, 233/54, 317/44, 323/62, 229/60, C07D215/12, 
213/80, 307/79, A61K31/47, 31/343, 31/195, 31/216, A61P19/10, 
19/08, 19/02, 29/00, 3/14, 43/00 
According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED . 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07C217/28, 229/64, 233/54, 317/44, 323/62, 229/60, C07D215/12, 
213/80, 307/79, A61K31/47, 31/343, 31/195, 31/216, A61P19/10, 
19/08, 19/02, 29/00, 3/14, 43/00 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), REGISTRY (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


WO 02/14259 Al (Japan Tobacco Inc.), 


1-2,7-9, 19, 




21 February, 2002 (21.02.02), 


21,23,25, 




& JP 2003-12616 A & EP 1308436 Al 


27-28,30,32, 




& US 2004/0006130 Al 


41,43 


A 


Example 8 6 


3-6,10-18, 






20,22,24,26, 






31,33-40,42, ■ 






44 


A 


JP 2001-501584 A (NPS Pharmaceuticals, Inc.), 


1-28,30-44 




06 February, 2001 (06.02.01), 






& WO 97/37967 .Al & EP 901459 Al 






& US 2002/0099220 Al 





I I Further documents are listed in the continuation of Box C. CZZD See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 

to be of particular relevance 
"E" earlier application or patent but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
"O" document referring to an oral disclosure, use, exhibition or other means 
"P" document published prior to the international filing date but later than 
the priority date claimed 



Date of the actual completion of the international search 
25 May, 2004 (25.05.04) 


Date of mailing of the international search report 
15 June, 2004.(15.06.04) 


Name and mailing address of the ISA/ 

Japanese Patent Office 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



"T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/005886 



Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

h DD Claims Nos.: 29 

because they relate to subject matter not required to be searched by this Authority, namely: 
It pertains to methods for treatment of the human body by therapy and thus 
relates to a subject matter which this International Searching Authority is 
not required, under the provisions of Article 17(2) (a) (i) of the PCT and Rule 
39.1(iv) of the Regulations under the PCT, to' search. 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4- □ No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



□ The additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



HBgfflK** PCT/JP2004/0 0 5 8 8 6 



Int.Cl. 7 C07C217/28, 229/64, 233/54, 317/44, 323/62, 229/60, C07D215/12, 213/80, 307/79, 

A61K31/47, 31/343, 31/195, 31/216, A61P19/10, 19/08, 19/02, 29/00, 3/14, 43/00 

Wfeff<>fc*<hR*» (HB8WSff$HS (IPC) ) 

Int.Cl. 7 C07C217/28, 229/64, 233/54, 317/44, 323/62, 229/60, C07D215/12, 213/80, 307/79, 

A61K31/47, 31/343, 31/195, 31/216, A61P19/10, 19/08, 19/02, 29/00, 3/14, 43/00 



CAPLUS (STN) , REGISTRY (STN) 















X 


WO 02/14259 Al ( 0 rf £ WM&&&#0 


1-2, 7-9, 19 




2002. 02. 21 


, 21, 23, 25 




& JP 2003-12616 A & EP 1308436 Al & US 2004/0006130 Al 


, 27-28, 30, 32 




HJfc09 8 6 


, 41, 43 


A 




3-6, 10-18, 20 






, 22, 24, 26, 31 






, 33-40, 42, 44 




JP 2001-501584 A (x*f -xMr^tyftfM* Wf yV) 




A 


2001. 02. 06 


1-28, 30-44 




& WO 97/37967 Al & EP 901459 Al & US 2002/0099220 Al 





Jem (ISSrWt) 

roj pffciiw*, mm* m^mz-wRi-zjcffi 



tyj ^M^&^ifcm-efco-c, sixttfttoigJi 
r&j p-/^yh77??-i» 



25. 05. 2004 



1 5. 6. 2004 



H^B'^fFJr (I SA/J P) 
§51£#-5§- 100-8915 



Mnm^r 03-3581-1101 



4H 



9 0 4 9 



3 4 4 3 



«PCT/ISA/2 10 (12^) (20 04¥lfl) 



BBRlMEtt' 



%mmm%- pct/j p 2 0 0 4/0 0 5 s s 6 



fem8#033S (PCT17A(Z)(a)) OtfiJtteJ: t» , J: D |**©*SH<o— ffifcov^Tf^ 




1. □ mJSA^5fti^1W3lE^«M^*i-^TjaWrtfCi^UfeOT? N £©a(RW5£»&W\ ^TOiHEWttfcllMt 



4. □ a^^s*ii^aE^^^isirtteittf^b*^ofe©T? % rwa^M^d, n^mmnrnm-mm 



□ iiAimiE¥imoiM# k *i- tfUS Art* Jim * a* fc o fc„ 



«PCT/ISA/2 10 «l^^©gi (2) ) (2004^1^) 



